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(57) Abstract: A novel drug development target protein and gene, and, 
using these, means for developing a novel pharmaceutical. In particu- 
lar, there are provided an NCS protein and a gene therefor; a method of 
screening a drug (for example, anti-central neurologic disease agent); a 
regulator of diseases (for example, central neurologic disease); a process 
for producing drug derivatives; a complex containing a drug and an NCS 
protein, and a process for producing the same; a kit including a drug or 
its salt; a method of determining the development or development risk of 
given disease, a method of determining the sensitivity to drugs, and a de- 
termination kit for use in the methods; etc. Further, there is provided a 
compound, or its salt, capable of binding to NCS proteins, represented by 
the following formula (I), and provided a therapeutic or preventive agent 
for dementia comprising the compound of the formula (I) or pharmaceu- 
tically acceptable salt thereof as an active ingredient, (wherein R1-R8 
represent hydrogen atoms, etc.) 
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10 T/uy^4^-m (ad) ftdkWe isoo yjAU±.^>m& btfc "9 , TO 

15 ffifemmiMt^^&^xm^mm^&v , w & ^ b& m a* m < n £ n 

HMG — C o A (3-hydroxy-3-methylglutarylcoenzyrae A) MjhW^W^ 
M^foZ) 3 V^T" M6TH<£>* ff-^Wz^ ^r — ^m^^^'-k 

tiSADWOfiTtft HMG — C o A MTuSt*^©*!^ W H 

m$tvmibththx, 2003^4^ ^^sa^ij^tifcQ^T^^m^^^o -fe^v 
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#*jx.{i\ :n$T s warn tsthx^tcmm & <dwm 9 ^^?wnm 480 mx 

SlM«F^^#;^-Ptt£tL§ ^ £ ^S^^tlTl^ (J. Drews, Science, 
297, 1960-1964, 2000) 0 Ctll^l LT\ V J MfM\^-'&^ < 9 > s<? 

nm 1, 500 Mffii-ft 5©Xtt&V^£ i^;© £nTl^5 (A. L. Hopkins & C. 
R. Groom, Nature Reviews; Drug Discovery, 1, 727-730, 2002) D 

%iz$:,mt>h-r, mM(vmBm^fci<sMi4>-rz>mfo\z&% (Nature 

Reviews; Drug Discovery, Feb, 2003) a ' ±M<D «fc 5 A If $S 

Sr^W U WrFttUB bfe (# ^ 2004-509406 ^ft) „ 

25 -if — >• * — 7 ^ — * % y7h!)x7, *5J:tFf— tr^^fis^ 
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(i i) ?m&ft m%%y^$ > * K<»ra*3 x ximm^tm^^m 

10 -rzmw 

(i i) «^tL^f^i^j{k^(D«^^^^w^f^0bT. mm<Dmvam&} 

25 yV<£>0U<Sri£tf 5 - £ &X^ So t° y y(i loo #^±ittj^{± C*TrtflS 



^^gts try ^yft*/? n Jf-T— & (cox) is^ffl&Wi-s - £ 
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timbfrfcfjzofz a ^cofg£ b><=- 20 tF-ttmx, cox ^te cox-i i: cox-2to-^ 

'/ ^ Y /^#ftt, T ^ t° 1J > <D HEliil 3^1 ii COX-2 RE§ <fc £ ti C9 T* "9 C0X-1 

5 t°y ^^fjfij^^^ii^n^^^fes ^ t^WCPIt^^ 

X77f y IKK ^ <D J; 5 PPAR-y (ZD £ 5 ^^rt^^f*^^ 

|t5^©«M#< ft&H-cv^s ^ ,r.fi,b ^ r.x try >-(7)-m^ wll^jct 

T^5^ 1, 500ffiiStf3l£Bn E M-^^-C > -=£ *L b <D«5ft i — # 3r b 

£ ^JLttl LTV»5 (Chera-Bio Informatics Journal, 1, 18-22, 2001) 0 t£ 

^mtsnx^tcmm&n, ^(ommmmta^x^ w-^wm^^^^) 

m^. ffimmm # ^ ? w&umr- zmmz&^x^ hcdx? Mum 
mn^cDm-mtmb ^ ^ & ^ „ ionm #j * * « a* ffi £ 5 it x n & v \ 
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5 B3z ft ft <D ff b V <D?j:frX\ mM p B o Sitf Uffi M 33 v ^ T ft 

5 K^nsy y/>y sc»«^^iE?ft^WJi~s n t nx*&ti:w ^ni^M b 

W^tE&M c DNA« <t utzMtfr&ft 0 " t J: "9 , 5' 5fcClfi?U 

itlSmRNA (D £^44 -^lOURS Pit"? Wf§ ('i^5i-T- <Z>$M» Hit B T? 

20 USP t±M 20030159158 (Nef, Patrick, August 21, 2003) F± N 

NC S©-STfe5NC S 1 SrllWt't'SNC S 17^7 T*C0J* y y — 

sw^m^mu m% mmm t si ^ b -c v ^ 0 ^o-c, ncs7 7 ; y 
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- = ^ ^ 5 VMi x if ^ 1" 5 - £ 2* bT fg £ & 5 „ £ b USP ttil 

20030159158 NC S 1 Sr^ftji: bfc^:^ U ^= y^ft #i/f^^tV^ 

# m r /> y /^ w — *m & ^ w^g^nim t (DmMmsm ^a-c^s vilips 

7-/5 !)- ( ^ 7^B) ^Jg-f-5 = j. — p*/^V 6 *3 iVt Ft^^/Vv'y 
HP, ^ > ,^ M 1 (Human Hippocalcin-like protein 1 <5 W± Vi sin in- 
like protein 3 3 VILIP-3) ^*t*t LTfc '0 , *P >b k bfc 

C S|§^{b'^#5tt. VILIPS - " (77^B) |3I^ ^ 6 & CO T?« & 

< x NCS 1 ^^fcNCS77 5 U^|gl^t5i»^^tT^5 0 

r k ^Iftit5„ 

:«0JI^bte. t r-^ 7/^li:IIp^ LT^ffl^tLT^ Tcft^^^tSS 

^ ^sec-ms m-^m^-t ^r^tJ: ^ ff^n^^s i^m-vfov ?# 

20 A^^-Vir Vir— ^ V/^i^K (NC ^/^^K) 7jSiiJH, M x.fifJrt't'flXWSi 

25 s -9 SC^i^ L 5 Z>m>M, *rcf±, N C S ^ > / ° ? STat-IS^^^ 7c 

nmm&mM't&^w&x? v--->^-ti^-£^^^k, hz> v^^iNcs^y 
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-^mm%^f$.-tz> clot. 

[i3 j^r^st (i) ~ (viii) •fr>bte%mfrhmi-£tiz> ik&m-?~fo%>, nc 




(I) (II) (III) (IV) 




(V) (VI) (VII) (VIII) 



R Mi, TkSfJ^ ; ^a^jfC^ ; v'Ty ; t K*ndr^ ; ^StlSc 1 ~ 
15 ^^/kX/^-A-3;fcteF<*i^7 ~ 1 2©7x:-/V7/l/^r/^^y ; fcSVMi 
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- c o - r 9 c^t\ R 9 (i. vmm^tc-my^coT * a ; 

t Kn^rv\ r^y, ^yttr;/, ^tlr^;, 7/^/^^7 7=/i- 

5 1 ~ 3 -fUlCOff ifeKSrW LTPTt it\ Mitlfc 3 — 7 <D->^ n T 

^tUft 7 ~ 1 1 ©7x^^7^/K 5 IJ /K tf ^ 

R 2 (i, Tfcmi^-T- ; /M3^>g7 ; ^7 7 ; fc Kn^r v" ; ^*#Z 1 ~ 7 (DffM 

10 7 r-^ ; fcSVMis /np y>'ilf( 7% V--T / , fc Kp ^t-v^ 75/, ^/tt 

ft7^^^, T jv ^ jvyt * Ja l£7 tv^r ;V7, ;v y r b teSPfl* b3StR 

^51- 3 ^CDK&SSrWL-CV^-Cfc J:v\ j^sMfc 1 — 5 Ojfilitt^fcJ^fe 
(DT/t^/K fkMWi 1 ~ 5 WE^l^Tcfi^HS^T^^/^^-^ 7x^/K "7 
15 ^^/l^dr^ 7xX/V7^7 7^/K ^iS 7 ~ 1 2 <Z)7 x^^T/k^r^, 
j^^ic 8 — 1 2 0 7x^^7;^^ /H£7c?iFt*t$C7 ~ 1 2,(0^ ^-;^T J^^r 

r 3 f±, i^mu^- ; ^p^>Ji:-f ; v-ry ; t Fn^y ; ^ciffiSc i ~ 7 ©Si! 
* f± ^ Uf^ T A- A- ; ^P^'yft7;^^ ; T/V^/V^-^r ^ ; /V^-A^A- 
20 77 T =^ ; ^n^M^ s ~>7A U'n^ 757, *7II 

1 ~ 3-fliI<7)S!tt3r;f LTV>-Ct> «£V\ ^Stlfc 1 ~ 5 <7^fft l£fc Ji^UgE 
<Z)TA^r/K ^IffSC 1~5 (D^m^tM^$.(V7 fr^- ;U?!r*- is , 7x=;K 77 
25 _c.-/WX/U!7 t .-/K ^*#:7~1 2©7x^^7/^/K 8 — 1 2 (D 

7 ^ =-)VT^ & ft femmW. 7~ 1 2©7x^7;^^y ; L 
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r 4 ^ zKitfCT- ; ^> u ^>J^^- ; v'7 / ; fc KP^fy ; M*tiC 1 ~ 7 ^'iM 
* 7t t± 9i\^(DT /U 3r JV ; /M=r >'f /I- ^r/L- ; T/l^^r/^^"^ V ; T JV^;V^,;V 

7; / , ^iiT 5 7 , ^Hifcl ~ 5 (DEf^fcte^ft^T/^/K 
5 <ft7/t-^/K 7/t'^^.t :3 rv'^j:t) ; 7/l'^-/Myl/77 ^A-7> h f£%>Wf-fr hWiK. 

1 ~ 3^<Z)g&££^LTV^t> J:v\ ^itffc l~5 coE^^fcfi^-H^ 
©7/^/K #c3{S$: 1 — 5 (7.-)ieiH^7tfi5>ll!i^7'/^^-/l'^-dr^ N 77^~/K 7 
^ - ju.-xjuy y 7x^;K5 7, ^I5fi£7~l 2 07x^7;^^ 

^c*t£8 ~ 1 Z(Dy ^~;VT JV^~!V^fz.\±jfcm%. 7 — 1 2 CD 7^^/1^7/1^ 
10 jV'a ^\/ ; ^ttj^L^ 

R 5 ri, tR*JJ}C7- ; ; v'7; ; 1 ~ 5 GDmm~£fMftt£<D 

T/i^^/i/ ; fcSV^ii^nif W b T /V df- /l' ; Sr^b. 

R 6 fi, ; /^n^">'J^-7- ; v'7; ; t Kp^v' ; 1 ~ 7 <75ji:g! 

-&t^\-±ft$&(DT /V^r/V ; ^P^r>ft7/^^ ; 7/1/^/^^ ; 7/^-/^/^ 

15 7 7-^ ; fcSVMi, N fcKn=^v\ 7 5 7, 

7;A yft7 5 7, ^»1 ~ 5 ©I«ffcfi^lft07^^/W> 
-ffcT/l^/K 7 A- =¥/!/>+ 3^ J; t57 *c JVT^JV 7 r ^-fVfr h ?£%$$frhM'iR 
tS%i%> 1 ~ SfHlcDgmK^LTV^^ «fcV\ ^ittfc 1 ~ 5 (DiSm^/c^^fe 
©7/^/K ^*fic 1 ~ 5 <Dj£0S;fcra#l&<Dr/l'^ya';^v\ 7*=/k 77 

20 x^;W^7 7=/K ^itlfc7~l 2 (73:7^^/^7/^ /K #t*fc 8 ~ 1 2© 
77^;-^T/l/^--/^^fcfiM^fc7~ 1 Z(D7 ^^JVT )V-$r)V3r-$r^/ ; £^ L 

R 7 f± N /RSfJKT- ; /Mn^Vjm^ ;y7; ; t Kn^^ ; ^*tl~7©Ei 
^TCf^^l^^T/l/^/^ ; />P^'y|t:7/l/^;l' ; 7 )V-^r)V^r^r-y ; T/^^/^^/^ 
25 77^; feS^tt, ^P7 ? ^7\ v'7;, t Kp ^rv\ 75 A ^ 7 

7;7, ^1175 7, ~5(Dff^fe^^7^>'K ^n^V 

ft7/^/K 7 /l^/^^v-^o £^7/1^/^/^7 t — /^ b &3f^&>31iR 
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£tb£ l - 3 flg<£>«&g£WLTV^t> «fcv\ ^^^1- 5 <dWM& fc tiftt& 

©TA'^r/K ^fftf£ 1 ~ 5 cotttl^fcJ^fecOT/l^/^^r 7 j^/K 37 
^ -IV^)V7 T — /K 7—1 2 CO:7^^/^7V^3r/K ^<lSi£8 — 1 2 CO 

:7 ^^/^T/^ — /^7cfij^g?ft$C 7—1 2©7x=;k7^^t^r^; L 
5 . 

R 8 tt, Tk^JjjlT- ; xnp ; v'T/ ; t K p v' ; T ^ A' ^ T — 

«tv\ i~7 co e m * fc 5>n£ co r ^ iktz&vtmwt i~7 coisgl^ 

fiU R 2 irR\ R 3 iR\ R 6 <bR\ ^J;t/R 7 irR 8 {±^tL^tb»^oT 
, txt, ^n^'yJjSi 1 ; v'T / ; t Fn^> ; 75 / ; */il75 / ; 

mmztiz i - s^coams^u-rv^-fe £v\ ^*ti — scotsi^fctt 

^I^coT/^/v^Tcte^lSifc 1 — 5 co SlU fc fi^fe ^ T jv^jv^t ^^yfrh & 
oS^billR^tl^ 1 ~ 3f@COBi^S^^"LTV^T^ iV^^ffM UT t> «fc W 

c ] ■ 

20 [2] ^tco^c (i) - (viii), ^b^^m^bm^fi^^^n^fcn^(Dm. 
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(I) (II) (IN) (iv) 




(V) (VI) (VII) (VIII) 



^/wx/u:7 r --/^ ; ^ * ^'vHf^ v T J „ t Fn^v-s 7 ^ y , *;gt7 
5 ^y\ v?I^7^/, ~ 5 (Dffi^fcfi^lK^Tyi^/K />n^Wli 

T/l^/K T /l^ V £5 J; XI 7 JV =3f ;V 7 r — h t£ & ff£ b 5H*R £ 

7V^/K ^*^Cl~5(Dii:^*fctt^feCDT/^= 3 f/l-^-^r-> / ^ 7x^/K 7^ 
—/U.X/l'^T— /K j*Stl£7~ 1 2 © 7 ^=7^7/1^ /K ~ 1 2 7 

10 ^^/WT/^-7-^/^*fcfi^*#: 7 ~ 1 2 ©7x^;V7^dr;^ d rv' ; fc 5 
-CO-R 9 R 9 te. 5**1$: 1 ~ 9 <DW.fg-&fz.t±ftV&<DTsl"*/l' ; 

fcSVM^iSfc i ~9 <oU8i&ftteftt&<DT/i'*^ ^n^yg^, y/y N 

t Kn + y\ 75A */ti7$/, ^It7 * y , 7/1/^/^^7 7^^ 
N /n n tr^lk y ^-/Hfe" J; IP 4 - fc K a 3r ^ ^/i^ b ft £ ^5 

15' 1 - 3i(DfHl^LTV^Tfc «fcV\ 7^^/K ^»|3~7©y^P7/l/ 
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$r)V s ^it7~l l©7x^;k7^^^, "f 5 7"V V /K t'y ^^>k' 
z-ju, y ;/ =f-m.=- jv ^ f- i± > V 7 V )V &ir;-t 0 ) ; L, 
R 2 tt N 7KSfJJS-7- ; ^n/r>g? ; 77 ./ ; t Kn^rv' ; 1 ~ 7 ©EfC 

£ 7t U ft tf£ (DT J^^c ; /M3 ^/yftT/V^^ ; T/^^/l^^^ 7 ; 7/1^/^^ 
5 77-/I/; fe5VM±, yvITL-T-. 77 7 N fc F'P^r-A 75/, ^/II 

7^^7 5 7, ^Hic 1 ~ 5 ^iH-II^fcfi^lK^T/^^'/^. ^ n y 7 

£3x3 i ~ 3#i<^gms^^b-rv^Tfe i~5 ©tltfcfiM 

©7/^/K i^^ic 1 ~ 5 (DE^^/c(±5tl^^T/l'^/U^-^v^ y^~/y, y 
10 ^r^jU^-^-y\ 7i^^^7 7^/K ^if 7~1 2(7)7x^7^^ 
mmWc8^1 2(Z)y 3T.^/UT /Uy-^/^^7c (±^#iC 7 ~ 1 2©7i^7/^ 
/y;^3r7 ; £r /F L N 

R 3 tt, zK*!^-? ; / y> J£-7- ; v77 ; t Ka^ ; £*itf£ 1 - 7 cojM 

15 -7 7--^ ; £>6VMi, ^n^yg^ ^7 7, t Kp ^r>\ 75/, 

75/, ^it7 5/ , l?<mWt 1 ~ 5 COm^^/^tt^HS^T/Vdr/V. ^^T 8 / 

(OT)V^^\ Kiii ~ 5 (D^m^tMfrt&^r ;v*;vjr*^\ y^-/y x y 
20 x^;l/^;V7 7=/K j^-*7~l 2 07x^^7^^ gi|8~12C 
y^^/y7/yy- — /y^fcte^Sti&c7~ 1 2 07x^7/^/^7; b 

R 4 tt N TkSJjKT- ; ^n7"« ; 77/ ; t Kn^r/ ; ^itlfc 1 ~ 7 (DM 
^/cf^^te c7?7/^^/^ ; />n^>ft7/^/V ; 7^^/^^/ ; 7/^^^ )V 
25 77^;fe5^(i, /M^^yJ^T-, 77/ , t Kn ^y, 7;7 */It 

7?y. .7ti75/, i ~ 5 (7?ii:^*ytfi^-i^©r/v^K 
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(7)7/1-^^^ Mit#: 1 ~ 5 coffin f'l^t^COT/V^/U^^-^^ 7^=^/V^ 7 
X ^;^;l,7 7-/K 7x-/W5y, ^Sf 7 ~ 1 2 ©7 

5 A't^rv' ; b, 

T/i^^/i^ ; &> <5 V ^ u 7|t;7;i/^^ ; b, 

R 6 fi, 7K*i^T- ; ^n^vjjK^ r>7/ ; t Kn^rv'; 1 - 7 coiM 

10 7 7=A ; fcSV^i, /^n^Jfr^ v7A t Kt3=^v\ 75/, *7lt 
757, ^|t7 5 7, J^mWi 1 ~ 5 coffin fcte^fe^T/l^/K ^cyy 

©7/^/K ^*#C 1 ~ 5 (DW-m^tM^^^r^/V^^-^^ 7x=/K 7 
15 x=;l/7^7 7^/K ^if7~l 2 07x^7^^ I^^^C 8 — 1 2 CO 
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O OMe 




Bridge^ 



01) 



r 9 j teTkmm* ; fcsvMi^^fc i~9 cDW-m^t'tt^i^T/i*/^. /^ 

10 i (10) : 
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r 1 0 i ^ ( j i ) : 




H 3 C 



15 S (11) : 
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13k 

(11) 

12k 



R 12k f*s (Ha) *5j;tr(llb) : 




(11a) (11b) 

15 -efcs. _hsa [5] ^ia^<D^fe 0 

[8] N.c S ^>/N^Km{5P^ s = ^^n^/^v'^3t^5-T-"X:&5> JtfB [5] 
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[9] NCS^>v^ M iSfs-T- ^ — ^ — u ij A > 5 iftfc^T-feS x XlS 
[10] ^T<Z>Xf£ (a) ~ (c) ^tf. XfB [5] KmM<DJf&: 

(c) his (b) H ^ > m £ ft ^ « ^ > 

? >x<vmm u^-juco mit tthi^h ^mkmw^WR-t % x®„ 

[11] TfB^Xfe (a) . (b) (c) Sr^tr. -LIB [5] ^ISicW^y 

*fc : 

( a ) tykUfc^Wt N C S ^ ff^/Lte^frSr^ — K^- -5 AteT-CD^Jt $J 

( b ) &m&iw&i£f& ^ ^ftrnfo #5^* m^tr-mMi&i^^m^ 

( c ) _tiB (b) oms^jiu^^-c. ti^ >^?>K'£T'nmWite^-vm& 

[12] Tfa<^xm (a) „ .(b) Rtf (c) Xf3 [5] ^fBfc^ 

m : 

(a) «4M£NT C S ^^7ftfcf±^©^^^^I^i^*5I 

(b) »4«<D f£ * >vn° ^ ® Ml" 5 fe'^tl§ £ $J 3 XfM ; 

( c ) xie (b) o^^ck^t, m ? >^ ? m-n-t & $e 
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[1 3] TIB^Xm (a) , (b) RXf (c) £^tf\ _L1B [5] ^ta*c^77 

(b) ttt/f^^T^fc^SNCs^y/^I^^tt^I^S^^^^S 
i^ta^S^aSt, l^f ^SWi^^^Ttfcit 5 n c s ^ 

( c ) kfd (b) wtbi^^^S^^x, NCS^y/^I^ttifoS^ 
y/^W^I-6 ^SwfHb £ 1> 'Ac h "M»« £ «-T 5 Xflo 

[14] NCS? y/^ f0^t»Sf#y Th/w^^^y. \£-fs r\ ^ ^ 
^y^^ ^/u-^-y yoy y^y^y >\ ^n^;*^y. -^yvvK 

^v*/k -<yi? h ^ a n tf * h\ -<yx-y=-Ty' K\ ^ ^-y°y y\ f y 
yp^-^-yy. ^n^7°nf ^r-iry, tvf^ys y/y-^y^^ y — /k 
^ ny r y N n ^f- t°y, y;*yy->- 5 y\ ypyy=-'t°y, ^y/yg^y" 

y t Ka- j3 --•nyi/rf ^ jj y°=f-y, ^ y/ygiyX Kni^d'^ y x^-y^fcfi 
*?;yu— yy N VMS^frk ^f^T'*5> XfB [1 3] KifBift^feo 

[15] WWNCStfctWO^^^iWSNCS^y^^ 
KllWm^^^f^^Wjl* b#6 ^^SrWflBi-S - t Sr^t?, NCS^^ 

[16] Ncs^^7IMW^ r b/y/^^^-yy t°qyy F\ 
^- y *_, K -7,vr y v>y, 7xy^u ^n^^fv, ^y-^/y *M 

yn^^7xy, yyX7n-7P>, -/7^A^ ?u<f-T 

vvy N -<y-t? i^7A, f^/y^ 5 h\ -<y x-^-Tv K, 5 I'^V >\ 

yy, ^ n^T/n^-^-iry. ty* ^-fey, yvw^y^ y-/K ^ 
a7T ^5 y, n^-y-t°y. Wv-yf^y y nyy ^t u y\ y y/y^^ t 
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5] ^taic<z)^^ 0 

5 [17] l^T<Z5XS ( a ) ~ ( c ) Sr-g-tp, XfB [1 5] ^IBUficO^fe : 

(a) NC S^>'/^5€IHi^H^£rNC S ■^tz.n.^KD^M^^^^ 

(b) WiI©#$T^fc(t5NC S ? V ? 3ftM Ift CO II * > ^ 15" ^ 

^tsgM^i^L, mfa&R&wmjwmt&-{zLT\-tertz>N c s ^ 

(c) _bfS (b) (Dirk^^iPr^^^'^T, NCS? > 

[is] xta [5] — [17] <D\,^-m^izrdffi(D^mK£. x> nhfcz>W;m n 
[19] xib [5] ~ [17] (Di^irn^icmMv^fe^ £. v mhthzmw^ 

[20] nc s * >-^^Kjtf5^co^sm*fc{M^^ii«fii-S^K^-3#bx 

— #ff^ffl-e&s. XfB [20] ^f3«4»^ij 0 
20 [2 2] N C S ^ y f I^lfe t Sit 5 ©Ift^iJ -e 5 s -LIB [2 
0] ^fB*c(Z)£iJ 0 

[2 3] N C S ^ y^'^ 116^)95 = a - P & 5 , XfB [2 

0] fclBfi 

[2 4] NC S # ls^V%M.fcW^^ — vt) jV^/^ 8 3tfe-7T-fe^, X|B 
25 [2 0] ^fBft(7)^lJ 0 



WO 2006/043710 



PCT/JP2005/019645 



52 



[25] ncs^>/^ sitf^T-^fg"^^ tzi-xmm^mW'f'^^j^:^. At 

(i) (i i) CD^ftlK^SNC S * Kitted (D^a^/c«IHfg 

(i) NC ST^f"^*^^ NCS]J^f^^> NCSf^-fS^ NC 
5 SsiRNA. NC S^fr^^- Ki-6^gt. NC S F?ty h^*T^7l 

(i i) NCS#l#:, N C S K 5 t > ^ ^11^ 1^ b ^ 5 i 

10 [26] NCS^y^l, XttN c s ^ y/^ f Sr ^ ^ Kt^ W^^tf^ 

[2 7] NC S^^^II^Srtf NC S^^^ftitfe^- 

[2 8] NC s ^ is^^MffoWtoft, T^w^^fy, t-^E-^K. tf:7*- 

n7 7 ^ y N pdrf-tf^ l^O-;- ^ is u >- =i ^ ^ v'^iv't 
t p — j3 - ji^rf^ y ~?=f-^^ ^ -yivW V'^- Fox/kdV; y ^^^^fcf*^ 
[2 7] ^|Bft«Z)^IJo 

[29] N C S * Kitfs^^Hltg^fSIP 14#<5 «t 5 (-^^ Sr^zgMsi- 
25 5 i t 2r^tr\ m>^WMW(Dmi&1jfe° 

[30] nmtm^mwmmm^m, mE^m^m-^tM^r^y^^^-^ 



i / EFd&^fir&x#^i/%kM'$)~?fo&, JilS [2 9] ^fB#4©yV?£o 
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[3 1] "M ! WJJ)\ 7' b/bvvxi'f >\ H\ \fy * -y-y*--/K 7Af ^v 5 

y x ^ ^ y y > % ^ ra^y^-y, -<T7° U v^K IS^n^r^7i>\ 
X^p-rny, y°y if -^i^ ^ p ^Tif^ A, 7n^f ^/K -^7- if ^7^^ 

5 in^-drir^, tV y^ir yy 7;i/^>f^y-/v, ^ a 7r^^ >\ 

> N k^yyt^ ^ 7n7ynt"y % ^V/*7t Fnx/vin/^y, ^ 
vvUlt v> fc KP-a-i /u rJ- y y y*^ y % y y/Ht^t Fo- j3 — ? V 

y^yy ^7^|7t Knxyi/ri^ijxf yf fcfi^^ y/n-^tfe^v ir 

ffi [2 9] ^fa*c(7577^o 
10 [3 2] NC S M&fc^^ — c^/Uv-yit^^feSN -tf3 [2 

9] mfB^ 

[3 3] N C S * KitfS^-^— a — n ^/Iz-v-^ 5 jfrfc^"?* 5 N -fclB 
[29] iCfBfttDTjfeo 

[3 4] NCSifcl^©»? 5 SB SrM5 U#5 £ 5 

15 i^&^sfrfci-s r t ^-a ti\ nc s * >-s*?mmte^^mM~r&mt&%m 

[3 5] H#3y r Ww^y y^yy t°^E-i> : F\ if 7 .i- y-y*— /K 7;^^^ 
>y y^y^y y N y p^y yy^y, -<y°y vVK l||7n d rv'7xy N 
X/pvpy, y"yif^A N y-uy^TirV^/A, Xn^f ^/K -<yif f^7^, 

20 K, ^<yXfT7K\ 5-i-y°y h!)7a^7^^ W)V~f 

n^-^ri?yy fcVy^ir^. 7/^yf^y^/K y n y y v 5 ^ >\ n^y-t 0 
y N yy v^yy-^ >\ v-n v^-^' p< vvw^ 1 Kdi ;v =r a 7V=^. yy * 
7^i7t Kn-a-x;p^!J7 , fy, ;>< i/s^WH? t Kn-j3-^^!J 
y^y, ^ vvv^v^t Kni/v^^ y * ^^^fcfi:* ^ / y* n — /y s fe^VM* 

25 NCS 5^i=rnM' W-r 5 b CQM#-^"Cfc & \ -LIS C 3 4 ] ^IBitOTJ?*. 
[3 6] _LfB [2 9] ~ [3 5] (D^irtifrfcmmojTfefc <t t> #e>fr5^© 0 
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[3 7] iiHB [2 9] ~ [3 5] (DVv-f tifr{Z.ffl l 1fc<Z>Jjfefc x v&hti&yow 

[3 8] »^nc $^fcfe^(Dm^¥ ^^twt%^&m^i*o 

[3 9] M^tNC S £ /t » ^(D^^^ W. t & gifefe tS-\t& ^ k&^&. 

[40] ( i ) x ( i i ) &-%tSs *V h : 

( i ) M^~£frnt(DM ; 

(i i) NCS^>^^^M"*/'c(i-?:«^^.^>/-^ / M. ^^PW^^— K 
10 aiJ^BTtg^^ffl^o 

20 |«T?fcS 0 NC S ^V/^jftt*^ N3fc^fcS b^/WblHMft&WU 

mi- s r £ taoT, nc s * >-/^sc<DiiwSflii^ ©^^li^ci-s b 

tLXV^S (Biochem. J. 353, 1-12 (200l)#B8) 0 

NCS^y/^ItbTli, Ncs-i egcoyv?^ — ^ 

25 (Frequenin) 77 n U ' — 7^A) ^ JSi - 5 ^ >^°^ SC> - ^ — n 

is a% ^.^-n^A-v^ 5 . t T^/I/v^^tf) VILIPS 7t5D - (^7* 
B) \zmi~%? UTJ/^y^ (Recoverin) 1©!)*^^ 
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(Recover in) 77^ - ( * 7 * C ) l^^S * > GCAPU GCAP2, 

GCAP3 m<V GCAPs 7 T X V — ( * 7 * D ) ^R-TS^>^^K S KChIPL 
KChIP2, KChlPS ^(D KChlPs 77?!) - (^7^E) ^ JS1~ 5 ^ 

if^Wbtt^^ vilips - ( ^ -7 ^ B ) ^JR-TS * 

(Human Hippocalcin-like protein 1 6 VMS Visinin-like protein 3 

VILIP-3) flS«fc 9 0* bV^ 0 &*3, = :x — P # /W> ^ 5 tt N tMM* 

10 (Human Hippocalcin-like protein 1 5 Visinin-like protein 3 $> 

<5 V N vilip-3) ft, T;uys^4 ^—^(DmcDmm&mzffifrirZ)^ t /J^q 

<D ^fBic £ fh 5 FLJ39196 ^ n — >- S *<D ^ ^ 5> & 5 „ ^7c s 

15 t b fc /K^/l^^SifS^ K 1 (Human Hippocalcin-like protein 1 

£ Visinin-like protein 3 fc 5 VM± VILIP-3) te, flili^^MM^fB* 
tSflZ FLJ20589 ^ p — i/ ^| jj$ <^> ^ >v^fT?$)5 0 

(vilip-3) -c^^tLsr? /^la^j^^-rs^^^W^^f^-So 

20 t FNCS^y^Ilt FLJlt (NEDO (gr^^/V-Sr— • 

^H^iltlt) ^/^fcDNA»lT^B^x^H3l«lSI^ : 
FLJ39196, G c n B a n kW ?/ v- 3 >#-^ : AK096515, H-Invitational 

(H-Inv DB) |^lt5H-Inv cDNA ID: 
HIT000021370, fc^t/H-I nv n-^j,x I D : HIX0007693 £3£U<F L J 

25 : FLJ20589. GenBank/n^ v' 3 : AK000596. H - I n 

v c DNA ID: HIT000003071 S ja^T^H — I n v n — # .X I D : 
HIX0001817 i: tt^S^tl (Nat. Genet. 36(1), 40-45 (2004) #J$) . 
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^fr_ s ^Pfl^-P, \Z X V x ^ T> MM 3 ^ (Atorvastatin) &1$trMtMM&l 

W<i±. OMIM (Online Mendelian Inheritance in Man : ^lMMM) ^ 
OMIM606722 jo J; 0 s 600207 t IT t> ^» £ ttTV> 5 0 
5 -£fc, «5Wl£«fc*Ltf. N C S ^ I©f H ^ ^ f ^ift ^ tl5 „ 

MH^W^Rte. jE^J#^2fc5V^IB^J#^4 (VILIP-3) -e 

<i±^i~i oi@, £ l< nm i ~ 5 -fin. s^tKiiitfc 

(vilip-3) ^$ti57 ^ j rn^tm 50%^ 

0 U< ttfa 9 5 %EA_b(£>teli3t£ (41. U 10 0 

5DNASIS (0uy7b^x7xy^7!)y^) ^ffiV^T, 0!lxifc£ N ^ 
25 #38SH<£>* y/^f^lIfl^^tlftftNC S * >'/^y WfiW^^T 5 ^ 

5 0 nc.s ^w^SCfl^H^t fis Ncs^y/^yS^LT H^j * fil'J 
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z>mw) > n c s ?>;<t w&te t- ^ m it- -t o mm & mm u n- zm^te z as ^ 

NC s ^ y/^llK)»tts ft^^fb^^^-fc 9 t#5 0 

tt s iiH FITC, FAM^©f)tfef, /V ?, ,7 — /K /I i/ ~7 ^ U A' 

v'y=>'#©»i, 3 h, 1 1 c , 32 p, 35 s, 123 1 mmm-mnm*. 

_hffl7-5 / Faia^iJ a> hU%>9 -y ^ $ *J i£ 1 3 <£> T- »m 5 „ £T£ b< J3 N 

te\ 6XSSC, 0. 5 % S D S N 5 0%*M7^ F©fin4 2tft 
MUL/c#. 0. 1XSSC. 0. 5 % S D S<7)flt-e6 8°CKXm ; fr~tZ> 

25 ^mm<DNC s ^ y/^ffci tK^-(D 3*^-7- tts S^©iiv 0!l&f^ NC 
s ^^/^KII^^^^HiSi-S^& (Mill 4>4E*NS#1&) ^ Ncs^y 
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(i. nc s ^^^^Kti^t/^Hiii-^^^) 

rNc sv^^vmw^nm^mm-ir^m-i tn, Ncs^y/^fiw 

i5fc!ti|S$^#5 0 NC S * w^K^HW-Mi£i-5i!£&£: ^"0*> 
r.NCS?y^7II»I^St§ff)lj NCS^w^KtlW 

tnc s ^ y^^mm^Mm\^mM-thm%\ (D&w^t^-zmm&^^mz. u 

15 fet^ffi#SffflT?fe5 0 rNC s * ^^IlWIIitSltsiffflj 

tt. rNC s^^^^M^^^^Bi^-ts^j ©lit' «t 9 B-rtWbfr 



•v ^ ^mfe-f % **£S&*n #; N Tvwyw -r-#t s M^fflt 
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Vf± N HMG-CoA 3S5cI$^P.0.^f'J& i^Lt^b;|xt^5 0 Th/W^^ 
fyO^W £ LTfS. ^ — ^fe-feffci&tf^ W-^^ff (Minichromosome 
maintenance protein) 7, 5 W 6 N HMG-CoA 

10 ^ a— /Ufa-Mi, ^^ttffi^ p-^iigf ^^J^^i^So — :#\ 7" h/w< 

ifi®^ tfSL'bmM^fiE. ^jflf*fel^BS3E#P (Stevens-Johnson ^ 
^«^M5Ei>E (LyellSfH^) , »£»f> M#?^WJ^£tt 
15 5 C 

nng-r ^mst-^hv # 3 „ n c stH&it&mt ttii Pimozide, 

Bifonazole, Fendiline N Cloperastine N Bepridil. Raloxifene 
■ hydrochloride N Benzbromarone^ Prazepam s Clotiazepam N Suloctidil N 
20 Benzethoniunu Bicaltamide^ . Benzthiazide^ Minaprine^ Trifluoperazine^ 
Chlorprothixene N Pimethixene^ Flupentixol cis-(ZK Clofazimine^ 
Loxapine s Rescinnaraine^ Syrosingopine N Dihydroergotoxine mesylate^ 
Dihydroergocristine N Stanozolol N Flunarizi.ne ^-j^T^T?^: <5 0 

Pimozide (t°^v>K) ^mii-t^m^tn, m w&mmztnz >mB-& 

ic$c • MA^i^^btLSJI^mSK BIBS ■ • W • tlf(^?)^5 
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mwmyt, s m u ^ a* m w mvtte # m >t< £ n <s 0 — ^ t°--c-^- k<z> 

m), tu^vt (mm^fm, z?x**^t (mmmmm'f, m^mm. ir 
N ^he ■ ^ N ^§ ■ mm • • ^M(om.'m^ i& 

Bifonazole (t^^y*— /l-) tSltSMi:^ tf^y*-/vM^$ 

Cloperastine (y u^y;*^>) ^M^S^St tts P 7 * ^ ^ tf s 

15 $C«fj£3tt • ■ Aft tf* A. ft ^# 9 «ft if^^-r # 5 D -tj, y n 

Bepridil (^U^/H tilt 5Mi fi> ^y^M^ti^^ 

Raloxifene hydrochloride (Il7n^rv / 7iy) ^MjS "t"^ ^ 

7 u ^ ^ 7 ^ ^ igffl $ ^ 5 MM £ fi^gfe -7 n ^V^^^^BJ f£/B £ ffi 
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Benzbromarone (-<> X:/P^n >) £ S4 S ^> ^'d-/P 

(prazepam) ililt^ilt^ -f=7^ ^^flSJIffl £ 
LT{4 S ^ *s (4 5 ^gc ■ ■ oK-OWS 

^n^-Tif^A (Clotiazepam) ldP^-t-«^S <t 14, ^ Pf7^U#I 
20 MJ 7t2^^v^^^|Bigi-5^^i: f4 N MJ ^n^y^^M^tlSil 



WO 2006/043710 



PCT/JP2005/019645 



62 



fffl^LTti, &mm&, fcrnfttiks ytmmmm., &mm. w 
5 m m.mm & ¥ ^m^'c t z „ =- ^tii 

fit, W y -#OtC* W y — W^Ms « ' 

SOI, & £ V ^£ if tf* #|J ^tt5„ 
15 (II. N C S Z ^^^Wmi^^Mi^-t^^B) 

rNC S * W^M-fSi^liji-^S^Bj i:f±, NC S ^ W^ftifi-fST- 

I^lcifcVTNC s ^ ^^^MA^^^TSft^^^W-ft b^SiS^^ (TrifnJt 

^.m (Mid iaH/^$w#5 0 ifiittft, f^j^«\ 

25 fc^M-rS^f^ NC S ^Bic^^fc^Jf^^^ff-So 
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-f^Mi^zmmt LTteu #JxJ£\ ft&ii^ ■ htf-f ;/fc5v^ 

J&^ffiO^^ftWffflftU G * > ^ ^ ^f* ^ ^ - ^ <£> M M >. ^^-t- 

10 t'^fif bti6„ 

■^7c s ^f^McON C S ^ 5C£r, Swi ssProt S.TJ'R e f S e q 

(^LTBLASTPtiL, ^©)|f&i^^GO (Gene Ontology) 
#^=ry MF (5^7-MO t 

Ltd GO:0003779¥MF|T^^^^> GO : 0005509YMF | y&^v^^-f 
15 GO:0015631¥MF|^-^-^ y GO: 0030276¥MF | ^ v ^ ] J ^ (clathrin) 

B P (^Itl^W^Pi?;*) £ b"Cf± G0:0016192¥BP|/hfl& (vesicle) 
m^mm, tO'tCC (JfoUfeffcfr) i: LTfiGO:0005829¥CC|f-^ h yVK 
GO:0030130¥CC| b 7 y^-d>v^^ y b !7— ^ /M&<Dy U — > ^^Ifi 

NC S^/^M^^MiSt-S^i: UTI±> NC S^^^^M^T- 
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(0MIM600668) & if htl^o 

(ill. N c s ^ y ? W^&jM^) 

fcmmtD ( i ) 75s (vi 1 1 ) , 5^ ( 1 ) ibm (id *s «t ( 1 ' ) 
5 .nm. (li' ) ^o^^xmm-tZo 

5C (I) 7bm (VI I I) . ^ (1) 7^ (1 1) *5<£tJ<5t ci' ) ^ 

(11') -e*$n-5ib-#^«s i*fHfe5v^i«s©ll{-i^<#i 
/i^./wtu ry/wi^ t 5. / fty -r ^ /<ty ^n^-y^ aiTc. snty *§-gy 
r^u'/^m^i tn, y^mm^-, m.mw.^, ^mm-r-. 3 vmm.T-zh 

<5 o 

r^lt 1 ~ 9 ©lit fctt^ftror/^/H t ltw, #ij^Lte\ ^f/K 

15 e r t-y*^VK -<y^VK y^O-^VK ^^y^K s e c -^<y=f-jV 

t e r t ^df->/K ^ y — vvK 2-^f^/f;K ^y"^- 

/K ^-y^-/K 1, 1 ■ 3 , 3-ff7^W'f/K ,7 -/Hgas^frf b*L5 

o 

r^^m i~7coii:#ii;/c(i^fec9T/i-^/uj i u-cwy y^vK 
20 ^^vk 7°n tvi^, ^y/ntx y*fVK ^ y7'f;K s e c-y*^vK t 

e r t-^/K -<y^-/K O^f/K ^^-^y^^V-, s e c -^<yf-;U 

t e r t -^>f/K -^y/K -f y— 2 -^^A-y'^vK ^y*^- 

25 ai^vK /ntVK ^y^atVK y^K s e c - y*^K t 

e r t-y'^/K ^y^/K -f y^y-fvw .^M-^y^K s e c — <yyF-/i^ 

N t e r t -^y^/V^^Sptf bftS., 
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rnsMr tv A' as wzmv> hi S ^ t ku jf->\ v-tv 4 y h 

75/, */StT$A ^ItT^, 7; v^^7 7^/K 
1 ^fcfi 2 - t Kp ^v-i^vK 1, 2ttS3-h Kn^v'/atVuf^ 

\r >^^***y\ t i^xfcmmm 1 ~ 9 <z> n:§t t~ ft#m<D r a- ^- * 

^^/P^-^rv-^ A yyf//.t^r'>, sec — y^/M"^ >-\ t e r t — 
10 s e c — <^/W-<f-A^>, t e r t - ^< > ' ^ A- ^ , -^^y/^^y, V 
1 , 1, 3, 3-ff7^WW^^ S ^/V^-^-iy^^^f btLS 

o 

r^*#: 1 ~ 5 (DjS^^fcfi^fe^T/V^/l/^-^v'J i: LTft -fMx.^\ y 
^r>/ N >f y ^^/U^-dp- s e c -y'f/M-^fv', t e r t - y^A^^^s 

^yf/i't^^, ^y^yW^f^, ^ ^--o- f >v y- 5- N s e c -^-yj- 

;V?>r*r^\ t e r t — ^i^/l^^v^riS^tf £, tl/5 0 

r^*m i~7 cDi£0*fe«^-ii^oT/^^/W i ttii, y fvw 

20 ^n^fvK y^otX y^ntVK yf/K -f /K sec -y^K t 

e r t -y"^/K ^yf/K >f V'O'^vK ^"-O^K sec -•^V^f-A- 
N t e r t — <>^/K ^^y/K ^y-^v-vK 2 -if ^7Y^, 

7~ l 2 (Dy ^^a-ta-^a-j t Itii, MxJ3\ ^>vvk i * 

25 fcte 2 -7xx/Hf/K 1, 2 *fc» 3 -y x^;V^n t°/K 1, 2, 3 £ 

Tbfi 4 - y ^ =.jvy^jvm & ^ tf 
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/c« 2 -7^-- t± 1 , 2 $7c{± 3 -7x^o tVl ^/j^f ib 

r^9^i^8~l 2©7i-^7A' / /^^J t ITS, Mi(l 1 ^ fc f3 2 - 
5 y ^ ^A^=r-jv ( a £ /ctt /3 - .x =f- JJ vu) 1, 2 4fc(i3-7x=^-l 

^ 1, 2, 3 ^fctt4 1 -7/^^/K 1, 2 , 3^fcf* 

4 — ^^-/P— 2 — -f 7- - - A p if b tl- £> o 

Tm*^7~1 2 07a^T/>^t^^J t LTfi. #'JxJt\ ^^vV^ 
10 ^^r^ 1 /C 2 - 7/ a: ~/Wc fAt >\ 1, 2tfc!13 - -^^^A-^n 
t°/i-«~v\ 1, 2, 3 i£/c(f 4-7/3-- ^/U7/-^-A^-^-^#^^(f btl-So 
r/;kD ^v^/i/ 4? r- ;v :4~ * <> J t LTfi, 0i|xif^ ^ f^v^^;^^ 
i^^y ^ /U /K jvJr^ is , -7 0 n ptf ^ jv -fc^/Vst * v- N y7n# 
=Sr # >ff = /M' ^ -f V 3rx/j3 jviF.—jvir^-y, 4 V 7/ I- ^ f * 
15 ^"dr^ s s e c —-f b 3^77/^ — /^^"^ v-\ t e r t - 7/ b ^77 /I^tJ?^ A 
^- dr V ^ ^ if b 5 o 

r7/^/^^7 7--^j £ Lti±K$t 1~9 ©E^^fc^^mSWT/V^ 

;v^;vy r = /K -fyfnt>^^7 7=/K 7f^7;U7 r — /K ~-T 
20 ;^^7 7^/K s e c -7^7/t/7 x t e r t-7*W/V7 7^ 

/K ^yf^^/k7r^ /K -f V^iy=f-7\y^jvy T =- ^t^yf^7x;u7 

T— /K s e c- / <yf/^/l / 7 7- /K t e r t - ^y^^;V7 7 
^^^7^7 7^, >f y ^^r^ X )Vy r=- /K 2-xf;Wyf-/V^7l/7 
7 - - /U- N ^7^^/1- 7 7^ $ )\s ^ }\s~7 T — 1, 1, 3, 3 - -T- 
25 h7^fA'7f/V7/V7 7^/K /^^;l,7 7- A'#^^lf^5 0 
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7^/K h V 'J jv^-xi ^ n a ^ f -T^nt^^/K h y 7 o n y 

^/K 7n^E-7^/K 3— K7^/K 2 - 7 n 2 ~y JVJru ^ ;v 

2 , 2, 2- MJ7/^tn^f^f ^Ptf fctl5„ 

f^D ^ryf^ ^VH £ LTIi, 7 7^'U 7 ^/K "/7/M-n 7 =f- 

5 ,^ M)7;i/tn^f/K 7 ^ n 7 ^vK 5^7 n n 7 ^vK f IJ 7 a u 7 =f-?v 
> ^ n ^y,^- /K 3 -K^ fvi^ fr^f btiZ a 

7 N tKP^f7, 7 h=¥>A 7 5 7, ±MfeB.<DT ivy 7 — 

10 X n JifdAE^ n 7* >-\t 7 f-jvfr hr£/bffi-h>h MtR £ 2 l~3flg<Dg$l£ 

^ j N N-7nt°^7^/s N-^y/nt>7$7, 5 7, N 

--f yr/^/VT 5 7 x N- s e c -7Y^7 5 7 , N - 1 e r t ~ ~7 = f'^T 5 
15 y N N-^7f^7 5 7 , N-^fy^7W5A N-^^7W^y 
N N- sec -^y^-JVT 5 A N — t e r t -^7f^7 5 7 , N— '^v' 
^7?A N-^y^7^7?/, N-2-xf;l/7^7^y, N-^T* 

f/k7 5 7 , N-tyW5;, N- (1, l, 3, 3-7^7^ J-;vy*=f- 

jV) 7 5 7, N — 7^7 5 7, N-7 ;^~7P-7 5 7 , N- (2, 3S=fctt4 
20 nn7 ^=-/v) 757, N- (2, 3 7^13:4 -77V7rn 7^^717) 75 

7, N- (2, 3 £fcte4 - yf^7 o^/l-) 75A N- (2, 3 ^f'tt 4 
-7 h^77i^) 7 5/ , N- (2, 3 *fc(*4 -y^;^^7 7^7 
^-yu) 75 7, N- (2, 3 l£ /£. 4 — t Kp^77x = /V) 7 5 7, N- 
(2, 3lfcli4-777 7i^) 7 5 7, N- (2, 3 ^7c(i4 - b y 7 
25 /U^-n 7 f/>7x=/l/) 7 5 7 ^/j^if bJlSn 

Ti7g^75 7j JhfR^ii<Z)£*mffc 1 ~ 9 ©ff^^ fctt^fe^T/V^r 
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7/, t Km ^rv\ 7 h ^r^ 7;7, _h IB aE' jg <7.) 7 )V * /v^jV7t~ >i> *S <fc 

5 5 7, N, N — v ; ^f /i'7 5 7 , N, N-^nh>7$7, N, N-^-f V 
tVUT 5 7 , N, N-^W5 7, N, N-^V^W5 7, N 
, N — v 5 sec N, N- t e r t -7^^7 57, N, N 

A-7 5; / x N, N — v : s e c -^>f/l/7 N , N — t e r t 

10 ^7?a n, n-^^7^;, n, N-^y^-w^y, n, 

N- ( 2 -^^v^T/^/l^) 757, N, N-^7"W$y, N, N — 

^yW^y N N, N-tf^ (1, 1, 3, 3 -7- b 7 ^^/VZff-/^) 7 
5 J N N, N-y/^7;/, N-xf/l'-N-^W^, N -f & fc° 
^N-^^.;;^ N-^y^nt>-N-yf^7^y, 

15 N-yf^7^y, N-^y^f^-N-y w^y, n - s e c — -?=f-jv 

-N-yf /VT 5 7, N— ter t — ~f^f~)V — N — 7 ^/l^T 5 7 , N— ■^■^^ 
f/V-N-y W5 7 , N- sec - > f - N - 7 ^/l^T 5 7, N— t 

e r t -^^/v-N-y f/vr 5 / , N-^y^-N-y w^y, n 

20 -/fyA^-N-^f/VT5y, N- 2 —x.=5-}V7 s }-)V — TS — * s f'7VT 5 

/ N N-^/f^-N-yf^7 5 / , N-t^f-^-N-yf-^r^y. n 

- (1, 1, 3, 3 —T h 7y ^f-jvy^jv) -N-y w^y, 

-N- y W5y, N, N- *J7ou~)VT 5 7 , N, N-fcT* (2, 3 £ 
ft4-^nn7i^) 7^y, N , N-tf* (2, 3 ^/cji4 7 
25 j-^/V-) 7 5/, N, N-tf7^ (2, 3 £ fc ft 4 -7 f;V7x=^) 757, 
N, N-.fc v .X (2, 3^7^fi4-7 h^v'^^^/l') 75/, N, N — tf ( 
2, 3^7cJi4-7^V^A"7r — ^7 1^) 75 7, N, N - tf^ (2, 
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3Sttt4-t Ko^^7x=;v) 75/, N, N-tf* (2, 3^fc&4 — 
^7/7x=/H 7 5/, N, N — tr* X (2, 3 1. 7~ \~± 4 - h V 7 * ^ 
;V~7^^)V) 75/, N-7x-/l/-N-/W5/, N - (2, 3^fcf^ 
4,-y tmy ^=^;v) -N-/W?/, N- (2, 3 He /Ui 4 - 7 A^" t=z 
5 :7^~/v) -N-/W5/, N- (2, 3 4fc[i4-/f;i-7x=^) — 
N _ y ^f-A-T 5 J , N- (2, 3^fc(i4- / Rv7x=;H - N - / ^/L- 
75/, N- (2, 3^fctt4-^f^^^7 7=^7x=/k) - N - / ^/1> 
7?/ N N— (2, 3 M 'Ac 4 - t K n^-i/y ~=-/V) -N-/ f^7 5 / , 
N- (2, 3 ^ fcf3 4 -*/T / -N-^W5/, N- (2, 3 

10 ^fcte4 - h ]J ^/U^-n / -N-/f/V7 5/ f^ilfbtl5 

o 

y N tKn^r^ / b^r^ 75/, _b IB 5£H JV 7/k7r^ *3 £ XJ 

1 5 JrfB AE*a » ^ n ^ Wb / f-;^t> bteZ>$$frb m^i ^ tL 5 1 ~ 3#|««*SSf* 

5 / m&m-fh*hZ> a ^f^^tt, N-^ W5/, N-xf;K5/, 1ST 
-7nt/t^5/, N — yy°n 5 / , N-7^/K5/, N — fV^ 

5 / , N - s e c -7*^Vl^f 5/, N-tert - 7*^vW 5 / , N 
20 ^:/^/W5Z, N-^/^f;W5/, N-^t^/f-M5/ N N— s 
e c — 'O^/W 5/, N-tert -^yfM 5 /, N vVl^ ^ ^ 
N-^/^7/H5/, N- 2 — ^f-jVf'f-jV^ 5 / , — ^ 

/, N-^^vW 5 /, N- ( 1 , 1, 3, 3 -7 f7/Wf^) -f ^ 
7, N-/^/W5/, N-7:x.:=./W 5 /, N- (2, 3^fcfi4-yarn 
25 7^^^) 5 7 , N- (2, 3 £ Tift 4 -7/l^P 4 5 / , N — 

(2, 3.3c 7c f± 4 - / ^JVy 5 / , N- (2, 3 ^ fc {± 4 - / b ^ 

v-.^^^/V) ^f5/, N- (2, 3 t fc 4 - / f />7 7 --^7 x 
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4 * ; ^ N- (2, 3 ^ /c 4 - t Kn^ry7i^) ^ / , N - ( 2\ 3 
ft(i4->7/7 3 :^) N- (2, 34^144-^17^0^ 

l 4 7c (4 2 yy^A^yvK 1, 2 47U43 -T/^AT/n tVK 1, 2 
3 4 7ci44-7^^-^y^^\ 1, 2, 3, 4*fcli5-7x^/^>^ 

10 f^iifbli^o 

\4 % // y f y 7k J «t LTS^ ^ 5 ?f-J—)V- l --f /K 5 -yV-A- 2 - 

r-o-y'y^^Aj £ LTft, 2 --<^y* [b] y^^/K 3 [b 
] fix^, 4-^yy~ [b] y^^/K 5 [b] y^^/K 6 

yy' [b] y^^/K 7 [b] <^~/K 1 --O?/ [c] y^^A 

3-/tyy [c] y^^/K 4-^>-y' [c] y^cc^/K 5—-^^)/ [c] 
20 y"-^^K Cc] 7 -*<l/y [c] y^c^/H^tf bft 

r^y/7y;vj i: LTfi N 2 — O-y [b] 7!J;K 3 — [b] 7 
y /K 4_^^y* [ b ] 7 y/^ 5 _^>-y [b] 7IJ;K 6-^7^ [b] 

7 y/K 7 -<y/ [b] yy/K 1 --oy [c] 7/ y /k 3 -^yy* [c 

25 ] 7/y/K 4 --<>-:/ [c] 7/ .'J /K 5 --<>y' [c] 7JJ/K 6 -^7V' [ 
] [c] 7/ y 7^ap&f bHSo 



c 
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n U -v' ^- jV 1fi -^ifhtl^o 

10 r^/i^^^^/uj t Ltli, ^>\>y* y l -A /K *tivy -a- y 2 - 

r^ ; t Fn7it^A'J £ LXfi, 2," 1 O-S^t K tn :7 ^ 7- v^/k- 1 
0 2 , 1 Kn7xty^/^-10— fDf^^fifbtlS 

□ 

r^-O-y^^ifif tf^/K] i: LTfi. v^<^y* [b, f] [1, 4] ^"^r 

-y-iftfv-i i -^/i^as^tf b^5o 

25 r7x/ ^ih^^yvj £ LTt±s 7^/^t^y-lO f /K 
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\T?VZ/=-/V\ t L-Xn, T ? ]i Z?>— 9 -4 /K T 9 'J v 5 > - 1 - "f a- 

r ^ y - 2 - -f a-\ r ^ y 3 --f/K 

l-^.y.^^ _- /kJ ^ L-'C«s ^rf-^i?^- 9 -^f/K ^ff- ^-fe 1 - -f 
5 „ dr-y->-fe ix— 2 — -Y/K ^r-y-^i?> - 3 — ^--ij- >-^ v - 4 /K ^ 

f-^-fey- 9 — -f y btl-So 

T^-T^ h V-^/L-J t ITS, ^7*> h 1 --f /K ^-T>' h U-^- 2 

[y^j ^y-^-A ~/v\ t LTt3 N ^ ^ / 3r f-^-Y > — l — -Y /K y^7* 
r 2flfi<D t°y ^v^/ki Htit t° y y^y-- 3 , e-sM/K t°yy^ 

3 , 4 — vM/K t : ' y 3 , 5 -y^;K t° y y ^> - 3 f 4 v> 

>\ yf J- f- V y s h y ^ fWif ^- V>\ h 

tvy^^i^, -i'y^nt^^f i/y, -o^y -^--tM 

20 ^iti~5©IllfciiM©r;^uyj ^ bttt, fMxJi\ 

y->\ t h y * f-T^, M'^f^^ 
m^-/^^F- v>\ /nt>^f vy, ^y^n yy, -o-y^^w 

25 r^*^: 2~ 5 (Djffft^fcfl^te^T/^^ w^j Htf^ fiill -c 
H=CH-, -CH=CH-CH 2 -. -C (CH 3 ) =CH-, -CH = C 
H-CH 2 — CH 2 -, -CH 2 -CH=CH-CH 2 -, -C (CH 3 ) =C 
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H-CH 2 -. -CH=C (CH 3 ) -CH 2 - -CH=CH-CH (CH 3 
) _ s _ c ( Et ) = CH- N -CH=CH-CH 2 -CH 2 -CH 2 -, -C 
H 2 -CH=CH-CH 2 — CH 2 - - C H = C H - C H = C H - N -CH = 
C H - C H = C H - C H 2 — !§^^fbfa&° 

^mWc 2 — 5 coaC-fl^/c^^H^OT/l-^^ W/J t Ltli, -c 
= C - N -C = C-CH 2 -, -C^C-CH 2 -CH 2 -, -CH 2 -C=C 
-CH 2 -, - C = C - C H (CH 3 ) - C s C - C H 2 - C H 2 - C H 2 

N -CH 2 -C = C-C H 2 -CH 2 -, -C = C-CH (CH 3 ) ~CH 2 
- s - C = C-CH 2 -C H (CH 3 ) ~C = C-CH (Et) -mm 



r^if i~3 (DiSi^fc^^r/^ wj t Ltd M£J*\ ^^-^ 



r;*« 2 ^ fc 3 (Dmm.£ ft n^cnr^^r^ u > j t utft, 

-CH=CH- -CH=CH-CH 2 -, -C (CH 3 ) = C H-fl^ff b 

r^tfe 2 Sfcfi 3 <D:7*/V:3r^ V">J ^ Lt(4, 0llx.fi. - C = C - £ ft 
C = C - C H 2 - #3^1 ^ b 5 0 

5£ (I) (VIII) l-*3V^T, R 2 i:R\ R 3 a 5 , R 6 i: R \ *5«f0« 

v^^Sfc i~5 <z> iM^ "/c fi^HS <o T jv £. ft te^ iSit l~5 (DUMI^f-'ri- 
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li 2 1 R 4 s R 3 tR\ R 0 > R \ *3 J;t//^7tttR 7 t R a fi^m&T&tfk-t Z> 
R 7 i: R 8 ^K^o-C^^^J5fe-T5s TIBS: (la) (Villa) : 

,7 




(la) 




(Va) 




(Ha) 



R 





R 



(Via) 




(Ilia) 




(Vila) 




R 6 tR 7 » oT i«t5^ TfB^ (lb) 7^ii (VI I lb) 



(IVa) 



R^ 



,R^ 




(Villa) 
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(Vf) (Vlf) 



-^^-y-^-^t-y, t°y\ fxt°y, ^dr-tf-if t°>\ y^-T-ff t°>\ 
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5 

> ^ 7c f± ^ Z? > £ LV\ 

t 0 ^^ ^e-^tJn y ^/^^-tJn/u^ y ^m^m^fbn, t° 
a y t°^y > ^ yt a > a* * lv\ 

^n^^f-^ s i/? u^7°& l/. s t°n!J^y, tf^lJv^ tf-^v 5 ^ Tfc^ 
15 fe°^yv^ /Js^e t°-<7 ^/t^y>\ ft^/v*!i btL. t° 

R^LTfi, 7X*I^^s ^y*^, J^*J^T", 4 yyu\?;VXjl'7T~ 

/k 6 - 1 Ko^y- 2 - (4 - 1 Kn df-v'^^^/y) [b ] ^Jr-y^ 

20 R 2 £ LT{±, 7k#Ig-P. t Kn^y, 4 - ^/l^n 7 ^^/K 
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N 



-° y v ; > £ 7c t° 7 >• £ -7M 1~ 3 fig 4H * £F * LV^ D 




N 



R 6 i ITIi, zk^JET-, p*^vK ^^->-/K :7rn=;K v->^-$/u. R 3 
10 tS^ottvy S^^fctet?^ i>l/&ftZj$i-%mm, R 7 tl 

R 7 £ LXii, zK^M^n ^f/K — df-^/K 7x-/K v->'^/K R 6 

— f /k) y > & 5 mm, fesv^s, r 8 ti^oTt a 
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tt^y^y^MtslS^^* bv\ 
it (I) -e^^tb5^^%©$fii^^^Mir bttt, ,xn^-7-vvu- (Suloct 

idil) ^iif btlSo 

5 it (II) T?^ £ *T, 5 ft <D mmte Mtfaffl t ~LX n , V * >W > (fendi 
line) /j^if P>tL6 0 

it (III) t Ltd, it (1Kb) £Wl£LV\ it (HI) -CiS^tbS^^ 
»ffg&|:fitLTii, f^E v 5 K (Pimozide) ^fif btl5 0 

it (IV) t Ltit it (IVc) x it (IVd) Jcfcttit (IVf) W^bV^ iC 

10 (iv) -et^ti5iM©MiMM^ ttft, 7/^>-7^y-/v (Flu 

pentixol) , ? p^^pf ^i? ^ (Chlorprothixene) ^ /b f± ^ ^ -fe > 
(Pimethixene) ^ffi^if bttSo 

it (V) iLTft it (Vb) N it (Ve) ^fcfiit (Vf) tf5£?£LV\ it (V 

) xm pu 5 \^m<o & jm^j tL-x n , -^y (Bepridii) . ^ 

15 /U-^- U v 5 >' (Flunarizine) ^ 7c » P dp D" t° ^ (Loxapine) ^ i|£ b 5 „ 
it (VI) t LTS, it (VId) ^ f ]£ bV\ it (VI) ^£^Mk^/»0 
MfeMcPfMt LTtt^ MJynt^?^^ (Trifluoperazine) ^ /j$ if b 

it (vii) t uttt, it (viib) bv\ it (vii) -e^fris-fb-a^ 

20 0^a^**iiLT{i> ^n.^<^^^^ (Cloperastine) ^ i£ £> 5 

o 

it (viii) t Ltft, it (viiia) it (viii) -e^^ns-fb-^ 

^<D^fjgjfeAft:^J £ L-Ttt, tiyn^r^^xy (Raloxifene hydrochlori 

de) m^mfhfhh 0 

25 it (I) 7j^it (VIII) -e^$tb5^^<^te<^0* bV^B#ir b"C, 0!l x. 
f^it (D.^Sit (VIII) ^fc^T. R\ R\ R 3 , R 4 s R\ R 6 . R 7 & 
J^R^l^T ;^7> 1 o£r, _LiB^l£ft£.T, 5t (B) ~ (D) : 
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o 



X 



(B) 



o 




o 



(C) 



X L 



(D) 



5£ (1) ^fc^Ts B r i d g e 1 t L X IX (la) /jW* b< s R 1 a £ IX 

5£ (1' ) ^ioV^T, UWJM«te5£ (1) irl^+H-Cfc^, fS-U R 0a ' 

N R 4a \ R 5a> *3 j;t>*R 6a ' ©V^f ti^lo^, ^ (IB) ~ (ID) : 



HQ 





o 

H3C 



H 

Oa' 



0a' 



(IB) 



X' 



(1C) (1D) 



(5£>K x ° a ' n&zm 

5fc ( 2) ^fcl^T, Bridget LTttTIEzS 
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-/^ 4 -7;M-n7;t 4 - k'7x.-;l/, ^ 5 — /U— 1 — 4 JVfrfc 
5 ^L< s R 3b LT(l7x^;K 4 -tf :7c^-/K -O-X^ 5 JV- 2 . 
l -^/K -f 5 t°-<y v 5 ^- 1 4 fV-m^ L 

5£ (2) T^£ftMb^4&<^®&:M£0tJ£ btli, t°^^K (Pimozide 
) N If^d-t/"-^ (Bifonazole) N T 7 /^ ^v'V (Flunarizine) N ~7 zc 1/ 
10 y (fendiline) , ^n^7^f> (Cloperastine) i)^\fhf^^ a 

5£ (2' ) KfcV^T. m&^mMitt (2) ^|W]«-efe5o f&U R 4b ' 
N R 5b ' *5£rJ«R 6b ' OV^f^l^N 5£ (2B) ~ (2D) : 
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10 



O 



O 



X 



(2B) 



^OH 
0b' 



H 3 C 



(2C) 



0b' 



(2D) 



5£ (3) fcl*5V^T, Br i d g e 3 t ITtt (3e) b < ^ R 1 c t bT 

il7x^Wtl<s R 2C £ LtS7x^;«^ b< „ R 3c t LTlit" 
v V v 5 ^- 1 b< , R 4c Lttt^f y^/i^S 1 * bV^ c 

5& (3) T** Zfr&ik&Vavfi-TMteMcfcW t Ltil, -^Vu (Bepridi 

i) ^mihfi's* 

5t (3' ) ^SoV^T. £f i£ b^Him^ (3) il^«Xfc5 0 -fS-b. R 0c ' 
r4c ' K 5c \ R 6 c *dJ;(;R 7c '©^"W10^\ 5£ (3B) ~ (3 



D) 



o 



.0 



o 

H 



H 3 C 



,0c' 



(3B) 



x 0c ' 




(3C) (3D) 

1—5 CO it 0 3= /c i'i H[£ GQ T ;V V > 4' ^ 0 ) £> 
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5^(4) fcSoV^T, R ld £LTfi3, 5-^7'n^-4-t Fa^x 
~/V^ 4 - [2— U V ; >- 1 --f />) h •>'] 7?^^/^£jjE U < . 

R 2d i:LTtt2-xf;^y)/ [b] 2- ( 4 - t K n 



Raloxifene hydrochloride) N ^ X / p r J > (Benzbromarone) tfSipff 

5t (4' ) m*5V^T. $f*LV^H^f^ (4) i[^«-e*>5 D IS-U RL 4d ' 
10 £5 ±T*R 5 d ' CQV^-f 1 OflS % 5£ (4B) ~ (4 D) : 



x 0d ' f^Sttfci ~ 5 ©Si*fcfiM»T^i^y^t. ) 3>&> 
it (5) ^*3V^T. R le iLTtt7x^/K 2-^nn7x=;«SL 

it (5) X^ZilZfc&tilKDifrMteMrfcfflkLXfe^ 7*7^^ (Prazepa 
m) „ ^n^Tif/^A (Clotiazepam) ?0 s ^ifb^5o 

x'c (5' ) ^i^-e, £F£ Lv-fiac±5C (5) tmrnxfooo fit, R 3e 

20 ' „ R 4e \ R 5e ' fci^R 66 ' ©V^ftl^lO^\ it (5B) ~ (5D) : 



5 V\ 




o 



(4B) 



(4C) 



(4D) 
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10 



HO, 



O 



o 

H 



O 

HO N ^JUO- 
H 3 C 



X 



Oe' 



0e' 



0e' 



X' 



(5D) 



(5B) (5C) 

X 0 e ' teftzMW: 1 ~ 5 (D&m g. tz.n^\^r ^ \s > Sr^-r o ) 

5£ (6) m*5V^X. B r i d g e 6 t LXttS 



OH 






R 



2f 



5 1f 



Ji^^/K 4- (1, 1, 3, 3-xh7^) sj-^^K 4 

-^77-3 - M)7;^n7(^/V7x=;vtfcf±^ (f 1) : 




Btidge E 



(f1) 



H 2 N0 2 S' 
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5£ (6) X*M \Y.^m<T> #f il & Mc W-m t L- X {'I , xu ^vV^ (Suloc 

tidil) „ -<> if h — ^ A (Benzethonium) N If^^^Sl K (Bicaltamide) 
^VXfTi/ K (Benzthiazide) ^ ft* b 5 o 



5£ (6' ) iCfcV^T, 0£ Ll^^Sfi^ (6) irl^l«^fc5 0 <&U R 4f ' 
5 *3 i0R 5 f ' m^Tfrfl* 1 5^ (6B) ~ (6D) : 



^ (7) ^*3V>T N X 12 ^ btttxfwy^^ b< . R"tLTIi7i 
10 ^/K 4-^y7°ntVk7x^;K 4 — ^/i^n 7 j. =/v#s#j£ L < „ R 2g 

(7) X*m£n%lk&^VkrMte^fcM t l^Xit, ^-r^V ^ (Minapri 
ne) &m?hfr%o 

15 ' 5£ (7' ) fc&V^T, 0£LV^im:£ (7) £HWCfc5 0 ffi U R 3g ' 
R 4e \ R 56 ' *5 £U«R 6e ' OV^f^l 0#S N 5* (7B) ~ (7D) : 




o 



(6B) 



(6C) 



(6D) 
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H 0^/^1.0" 



HQ 



O 



, H 
X°9' 



H 3 C 



X 0g« 



(7B) (7C) (7D) 

5£ (8a) ~ (8j) ^*3V^T, 5£ 

,3h 



R 



3h 



R 



7h 



! 

R 



3h 
7h 



(CH 2 ) 3 

R 7h t$£TS 



T 

(CH 2 ) 2 
CH 

A- 



v _ 1 -✓f ,k 3 - (N , N-v?^W ^ /) ~zfv t-yrV, l-T^^tf 
10 Y y 2 PnfT^rfyry- 9 -4 V^~>\ 2 - hV 7;U-n^f 

[b, f] [1, 4] ^^iUft 9 :/- 1 1 - 

Ck ^ N^v ^ „NL 
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it (8a) ~ (8j) ^ *l 5 fb-£*fei<E>#igft MrfoM t Ltli, H7Dt 
^^v 5 ^ (Trifluoperazine) N # n;V^n ^-^ir >- (Chlorprothixene) N 
t^^-^rir^ (Pimethixene) „ ^y-^ (Flupentixol) N ^ n 

5 7 r v ; 5 >' (Clofazimine) N u 3f- f - t:° > (Loxapine) #S if fb 5 „ 

^ (8a' ) ~ (8j' ) ^*5V^T, Blt^WMn^ (8a) ~ (8j) £ H« 
"efe5 0 ffl-b. R 3h \ R 5 h ' *5 j;t>'R 6h ' (DV^f 6 *!^ 1 t£ ( 8 B) ~ 

(8 D) : 



10 (^r-p x x oh ' ft^Htifc 1 ~ 5 (Djl:^^fc»^H^^)T/^^r^VS:^-r o ) frh 

5£ (9) ^^oV^T, R 9i t ttft3, 4, 5 - hV * |^^7.x=/K 3 

5£ (9) Tt$^5ft^tl©lfl**M^ (Res 
15 cinnamine) N V P V iX =f t° > (Syrosingopine) i>^\~f hfrl%> 0 

5£ (9' ) tC^T, j?*tV^Iff±S (9) ^l^a-CfeSo fiU R 6i ' 
*3 i0R 9 *' tfHvf ftfl* 1 -otfS N s£ (9B) ~ (9D) : 




o 



(8B) 



(8C) 



(8D) 
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o 



O 



O 



o 



H 



Oi' 



rOi' 



X 



Oi' 



(9B) (9C) (9D) 

S (10) K*3V^Ts Br i d g e lc i LXfi (10a) rfW* b< , R llj 

h LtttS; ( j 2) 



14 O 



Bridge 




02) 



V-CH 3 



5£ (l'O) -eS$nS^t/^0jg^*f*Mi: bTfi, Tf^i^t Fnx 
A-r^rn/P-— ;x (Dihydroergocornine mesylate) /- vvU-gfei^ t Ko- ck — 
^c/Vrf'^ 1; -7=5~ls (Dihydro- a -ergocryptine mesylate) s ^ vV^Ii v 5 1 K 
n — j3 — rcyl/rf^ y -T 0 ^- ^/ (Dihydro- j3 -ergocryptine mesylate) N ^ 
g£ 1 K n oz/]/=f^ i]7f y (Dihydroergocristine mesylate) ^5 ^ (f p> ^ 
■5 o 
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3 ' *3«tt^R 1 1 j ' <^»V^T^^ 1 ^ (10B) ~ (10D) : 



HQ 





H 3 C 



x oj. 



(10B) (10C) (10D) 

5£ (1 1) fcL&VvC, R 1 2 k Itii (11a) tfS#f*L<, R l » k t LTfi 

it (11) { k^#J (D & .H- & M T i± , x * y y'u-ju (s 

tanozolol) ^ipff (btL5 n 

it (ii' ) ^*5v^x. bv^^mst (ii) <l- iwi#-efo5 0 in, r 

6 k ' #3 J^R 1 3k ' ^VvftLfl* lotf5 N 5fc(ilB)~(llD) : 



X 



0k' 




o 



H a C 



Ok' 



(11D) 



(11B) (11C) 

(s£*K x ok ' (i^iti~5©Ei*tttM©7^^^>^^t D ) 
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J^T5£ (I) 7b^ (vill) ^(l)M(H) isXUUT^ (l' ) 7b 

m. (ii' ) x-^*? £ n^ft^^ Lx^mmit^j t <t h #> s„ 

*f§^]<7)5£ (l' ) Tbm (ii') •vmt>£frZ4k&Vote^ 
5 HMG C o AlSS*PI*ff I }^j;5A^niy^rn -;H£Tff f ^ 

isxnmutm. m^tmmmm. m%.&. m.m&. mmm., mt^mmM, 
10 v ^mm.m s 1111 mm^s MJ7/^n«^ 

# y - -y^itJ; 5 #^5N c s ^ Wmi^^^M^MW b#5 
feSC«> NCS^ V/N^K<Dfi^f|f5b#S^Ki!l^aT'fc"9, FjT^M^ 
25 TcttlW^i-^lt 5 N C S ? ffcD^tfZS, 3 W^FJf ^iP^rtfftS^ 

ItSNCS ^>v> 0 ^K<D#^S^^-f^^*#S#lKT?&i9#5o ^oT, NC 
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94 

c s ■>? >y< ?%<om m ^ m & l #• sm, Ncs^y/^iont m 
x ^ y-^^&i ii, »IS^nc s * >/-^ git^-poism^ fete 

&pfp U#5»iI^I^t5 - i: £'o&\ NC S ^ y/^SIWltiti 

25 2. i. i. n c s ^ ^ witfe^- c9 % ^ ^ amm &mffi l ^ £ mm^n 
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^•fcotu< . iin mm, mn. mm. * ^^h\ 

$H£ris^tf wm^nx^^xh^WMxfc^xh <£ < . £ 

— HiWSTii. y — I a te N TfB^xa (a) , (b) 

10 IF ( c ) ^r-atf : 

(a) StfelSrN C S ^ IM^^SXt ; 

(b) mfcw$.<owi£ r k *s s tj^ y ^ y- ^(omM ^ & m & l , scfstg 

l/-vy SrfcfcS^K go T ^ *s ^ 3 ^^^K^Ilf^^-^/^ttbiig-rsx 

15 ( c ) .hfd (b) (73^7^m^s^v^T, >y< y n^mm ^/wmt * 

_hfB (a) ~ (c) ©XgSrttfMf^^ r^fefilj 
^Si'I ©IS (a) tit »WNCS^^^ftg«TI^ 
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nc s $ m&^^mmmns nc s ^ y/^rwits^t:- 

^iclfe I <DX?S (b) -ef*. »M^#^T^H-5fJ?^ v^R^M 

i roit (c) -era:, m?^^?'K(ommi'^^<73^k>&hf^?b-i-^ 

ill^I^^^So w*:?sc<P^fb&t>f::bi-W&^Wteu ncs^ 
YA<vmt\aftm^tt, .x^ y v^Tjfe t a (i. TtacomfM (a) > (b) 

( c ) : 
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( c ) _htB (b) <Dika&ffi%z\z.&<5^x, nc >^?mfc^<vmms:& 

_hfS (a) ~ (c) <£>X®£r^iP>frifeffe£^ ^Si^Ct r^^gfe I I J k 
10 ^Sii (a) -ett, »^I^N c s ^ y/^ IlfS^ ©IS ?r 

Kitted Ojg^ M;tf£> S3RR»(D|§m^-<^^li^i^Xf±ll1S 
15 i^^fW^Ttgft^HlS^V^ 5o NC S^^1Cm^^<7))»<7^?a^^^£r IS 

fgft«te, NCS^ y^y' Kjftfe^-te^f^fiPIS^^'^v^T y 7 T y -fe- 

20 nc s^^^°^Kit'f5^^^^^?a"BTt^ft^^»> Ncs^y/^ltlH 
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NC ^^Mfe^te^flffifl^fSs NC s ^ > / ° * ® itfs-T- <o B m & 

m 2kb P ^-e^tt^ fe§v>{ti^«cDMMa^j^*3v^-r i 

frbfcf «fc< N ^iJ^^gfp (!*fc'^)t^>^^K) MS-r, gus (3 - 
n^^-if) atfST-. LUS if) itfS^-. CAT vl =7 J*? 

15 ^^n/i^Tir^/V h 7 ^^Z7^y— if) atfc T- ^ tf* ^ if ^ ^ o 0 

20 «&$5^fs^HT-£f^§mu. nc s ^ ^^^mmfc^tDmmmMi&wm^ £ 

/^M^^^^m^fgft*ffl^03: bv\ 



25 ^5-20%©^ i/J^lfilflf £^ tP fk'P&Wfe$& (MEM) N x 

fk'>>&%Mi& (DMEM) s RPMI164 0 1 9 9»ilft^fe5 0 
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m&.t£. Ncs^^^tWmfc^^mjL&mfe^mtemmtvx^ n c s * 

ifrifcfc J: !9 S!I^T*#S 0 #Jx.fc£x ^^©^M^ *HJ3&tf>£> total RN 
10 A^lgL, RT-PCR, / f > / n ^ f ^ >' / ^ I >5 1 £ $ 5 o £ 

EL I SAg (Methods in Enzymol. 70: 419-439 (1980)) , 1k%m~$'lkte 

15 ncs? wm^^mn^M^^'mm t it, Ncs^y 

^ y wmfc^-^mmm mo v ^ r ^ ^ - * - r v -t ^ & rt t£ £ a ^ffi 
^7cm-^. ^sms^, ^ — w -> ^' ^^giS s # m ^ & *l# s „ 

25 S y fCM^Mi^A U ^-J^iiti^^V^X^^^K^^T^* 

*i"5 D «9 lIBflSJifim^t 3 !lt^y ^/^tlll U 
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ft ^ > ® & g?« £ * ft v > *f mimm ^ *j & t 5 n c s ^ ^ ^ ? <d m 
^otiui^, unfits, rat4©M^b^E)#trfflij^b/d§?a»-efe 

10 6^ir^$f^bv^ 0 

^fef^I I ©IS (c) T?k3\ NC S ^ Vy^^KjtfS^c^^JafiSriliiPi-S 

mm 1= f* ffiJ M -c & <9 #• 5 „ r© J; NCS^y^ 

15 m^mmmm-ca, xtv i a a, rm^znu U) s (b) 

Ik Tf ( c ) £ra t? : 

(a) »feI^NC S * ^^^K^fcfi^©^^^ y/^ll^i$t5I 

20 ( c ) ±ib (b) ©itm^s^v^r. &#i/s*#mz&&m*:^irz>wmm'M. 

±ta (a) ~ (c) ©ig£-£t?^}!fci&^ j&^-jSc-c r^sfeBfti 1 u 

Tj-fefil I I©IS (a) -C«, WCS^W^IIfc « ^ ^ ^ 
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N c s ^ i 9 llt'^ 5o «itl ±mtitN 

c s ^ y/^ life? ©B«^ t n c s * > s<?m&i¥-ni -M-e^So 

b/5>b&^£>. Ms »o^ffNCS^y^7ft:IlU t h 

i i i on (b) -m, s^^/^^K^^-rs^^so^fg^ 

^f^Mf^ M*Ltt\ SEC/MS (t^X»^n-7f^7 7^-/ 
15 ?£fc<fc 9 tT^n#5 (Moy, F. J. et al. , Anal. Chem. , 2001, 

73, 571-581 mm) c SEC/MSSm (1) b ft ? > ^ ? W K- 

b /c #i| f b +1 rifi 4.- mhw b , y/^f^SECf 
.M-rsxai:. (2) ^/^«^W-^£ti£^iH!^#5£MS diot 
^£tWigi^«^§o sec/MSI^ »^ 

25 i a c o r e \Z £ VTit'frffi-Zv B i a c o r e "Cfis ^ y ^_h^ bfc ^ 

^/^m^^T, ^^Ko^i/^^K^^-rs^^^tK^ffi^iiJ^bs $t 
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£ fg ^ 5 «t) ft 5 £ £ D B i a c o r e "Cfi. «M<7^>vn 

* (Quartz Crystal Microbalance : QCM) ~ MiM^^^P^H" (Dual 

Polarisation Interferometer : DPI) fe N Coupled Waveguide Plasraon 
Resonance fe^O SPR fc £ £ tK 

10 m^ffi If 5>#r^M^tf?£. $ M-teX|§U^Bf»^iM\ Nuclear 
Magnetic Resonance (NMR) #<Z5#it$?#f?i^^&f h frl 5 0 

Sfc, |g^fg»M^^l^bTf*s N C S ^ >^ 1C££^t»fl£r = >- h n — 

^Dv-yrf'k°y, j-y^Sv't Koi/^'n/^y, ? is/uj&ztt Kn-«- 
j^/i^rf^ y y^y^ ^ v'/M^^t K a - £ -^/^'^ y '7°^y\ * -yjV^yM 
25 Fnx/ii^ y 7xf>\ 7^/y'P-/K NCS?>v ? ^ jf {L%tra tfc & 7 fr i~ & 
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fiMiJtt (#tjx.tt\ tfy)^, # y t> at^^t/i^ y ; #/yyy ^ 

-v ^ ^ y ? .2* ^ <D T ;v 13 y ±M ffe JK ; T /y 5 ^ y T>^=-^^) > ^Ttl 
SI (M^«\ MJ^W^y, f y > y s t'y^yy t'^yy, 

^ n^stm, y ^bi) . (f^^«\ =¥sfe, gtst, b y 

^/y^-ngt^. is^vm. m^wt. ^wyg^ y^yst> =^ 

^gfc % ij > =rg£ N y y yywM^y St s ^<yif yy*/^>'^ p — h /y^ y x /y 
10 *yiH) , mm»ET z / m (Mz.t£. t/u3c~>\ y ^/y~^y) *fc 
fiittT$yi (0ilx.fc£. 7^^7^yl> yyyy 5 >m) k(Di$L?j:¥^mif 

s^fBtes nc s y y^^^KiHST-^ii^^fg^s^v^-ciii^-rs 

(D-en&< „ n c s y y^y Sit^-T-wffSi^ cdt ^ y ^ ,<r—A (iiif, 
15 y-fy-yy ^ y ry H ^i-£l£i^fg&5v^T^ y y A^o^fgtb 

^/c, 5Nr-£MiB<£>?BI5£te. -f^7^ -e-fT Mx..«\ 

il'J^f^y S BDD (Structure-Based Drug Design: SBDD) „ CADD (Cora 
puter-Aided Drug Design) f C JE ^ V A TiT f^fr^ffi <5 o -©i5^7^1)-^ 

20 yy^Mi: UTJi. ys— ^F-^yy;x y y — — yy\ de novo xl^V >\ y T — 
3 7t^^ QSAR (Quantitative Structure Activity Relationshi 

25 ^©Iff&aS^JB^tU SEflsffitft^W LTWj^ft £f3 homology Thre 
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bt£-fu <7 y Jxt L"C Dock (Kuntz, I. D. et al. , Scien 

ce, 1992, 257, 1078) .Gold (Jones, G. et al. , J. Mol. Biol., 1 
995, 245, 43) N F 1 exX (Rarey, M. et al. , J. Mol. Biol., 1996, 
261, 470) N AutoDock (Morris, G. M. et al. , J. Comput. Che 
5 m. , 1998, 19, 1639) „ I CM (Abagyan, R. A. et al., J. Comput. Che 
m. , 1994, 15, 488) ft if flS^frf £>ft £„ 

ummi i i <djlu (c) -en, Ncs^y/^iifcK^^^^ 

10 $fL7t»ti«tt, nc s * ^^^W^^M^i-s^a^^tiJ'W^-r- 

(b ) ( c ) Sr^tP : 

(a) mmmWs NCS^^^l^t»l^ Ncs^y/^fif:i«- 
15 ©IM^ ; 

(b ) SiftI©#ftTt^lt5NC S ^ >s° 9 Wnt K (Dm? ^s*?W 

S^l^»iI»##*Ti^it 5 n c s ^ y 
(c) Xta (b) ©MUCS^v^, NCS^y^7S^»l0i^ 
_hfB (a) ~ (c) coxS^if^fem^rs i&»Oft£T «iIVj i: 
^IV©Ig (a) T'fS. MM»s Ncs^y/^l^ttil©^ 
25 «*SC, nc s ^ y-/N^KI^^f4^K(73fI^ y/^Il^t5lMtt. 
frft#5 0 i^y/^I(^tx?»S, Ncs^y^^fg« 
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5 %>tl&5 0 

^iiv©ig (b) -m, «^K^#^et, Ncs^y/^f 

|J%y / ® "£j"f- 5 f£ ^ *s H M$c#t£ ft £f£S£ bl-fiiJ^T? 

20 < N nc s ^ w^K^'fi^ yy^ — A (f?>JxJ3\ ^/7^f i/v^v^ y 

WlC^MSfc^^TfT^fta,, IS^i)tJK(D##^ET^*5^SNC S ^ 
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(tSNCS ? > y< V. ^ > / ^ l€ %\ 1" 5 M * <o 'M M ( £ *J L . 
*ftf^PJ:SLfc^ft-efco-c^ iwi b# m i'J u ^ ^ i x o -c t> J: v ^ s , 

Mivoig (c) Til n c s ^ y^^II^«I©i^ I 
.x^ y i ati, ( d ) ( i ) « $ frfc#a&#^a s ncs*> 

10 ^tmwMmm^m^x-^wm^mw, m m&m a ft a n m l n- $i 
stsxg (#ii.x@) , ^fcf* (i i) mtK^nt^mmm-m-r&^m^ 

20 h tf § ®im rt t m & is 3i * fc w^zm t£H <d mm. & &m 

tt?f 5„ n NC S^^/^SCmfS^^^^i^^^T s NCS^ 
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m<D*? i) v iu m a* n t> n &m&. m?-it, mcs^ ? km^^> 

„x? y — i a li. n c s ? >-^^ MW^JM^^WM-f-^i^^^W 

2. i. 2. n c s ? >/v? m.mfe+(/mi%£ ttnmm&tMW 
%yf(Dx^ y — ^ > # ? y i b) 

Wi^KSrWll - ^ r t Sr^tf N NCS? Rflll^ 1^4^-18 § f^ffi 
(fttf>-t?1>s Wl^tsat i^/* fcttN C S ? 

15 sr^-rs ^ ncs? ^^tmwMMm t mm<D 

mmm^m^b nn a w-e o -c , nc s ? >^ ° ? sc# i&is&j a* mm ^ & 

x^!)^y»ibtt, lillfc^i-ivcig (c) fcsav^T 

m^fcf±atg^pfipb#5^©, fe5^(4»s^Nc s ?^/>°? ntn^m 



WO 2006/043710 



PCT/JP2005/019645 



108 

.x^ y _hi£ u fc * ^ y - ~ > y&m i a i |53#MT^tL#^> « 

^HjS-r^iffl (ftfl^fcs nc s^'w^f iWI^i^l^t^tlSf 

/cJ* ^ y — — > I a©It ( d ) t m$i^fl-t>ZU*s-Z»» 

V Jim I b }* N UEMIW^-?-^ ^ili- 3 f£ffl <£>^f>tl*5 J: O'X 

10 ^tcteNc s ? ^^vmntftM^&Mm^^nmi^m&^f^. ilonc s ^ 
i^n^ ^ ^-r gij i^m ^ i&u l fc ism <e> m is & ^Tt& £ i~ s » t£ ^ > 

e£ & ft if t-Wffl -c&6 D 
2. 2. ncs ;» wmte^^mw-irzmm&mm is'&zmmn* — 
15 (x^ y ^y^M i i) 

20 y-^^^Sfe^ i&H^CT rjx^y-^^^fel IJ ir^iHg- 

-Illltit ^^y— ^v^'tj&i Tta^xfs (a) „ (b) 

( c ) Sr-g-tp : 

(a) WiMx NCS^y^ ^1 W»J % . NCS^y^ItfcttNC 
25 S * >/• ^ Kfl W i ' M ^ 5 ^ <^ II: H ^ >/^Sl;S»e*5l 
; 
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(b) |» ^ R <d ^ £f f *s itSNC s -9 ^^tmutfiM^mM? 

(c) ±|B (b) <7)itg?3em^S<5VNT, NCS^y/^IiW»©i^y 

JiIB(dxs (a) ~ (c) &^t?^m&n. rNcs^y/^I^» 
y —=.^y-)j : m i if*. #'J ^ Ncs^y^^SI^tlitsi 

~>s?te¥$:»jmt^-Z> 0 t^fioT, y —-^f^fe 1 Ifi, N C S * V/x 

y - ^ >- ^ ft if ^ -# ffl "T? $> 5 „ 

15 ±.ib*^ v —^i/y-Jjfe, mtttt*? y - - i , i 

20 ^p^cq^^ y ^^z^K: X vmm^fh^m^n, ncs^ 

3. mmm 
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-xm-^z&o j;at\ y c n n <d m -w M & w i~ s D 
^mnn, nc s * y^^mAi^^mm^nmi^MWi-^^w^^^^ 

N C S ^ >v^ r-©f^x«^if 1 5^1 f^JxJX. NCS 

«3tR#f»s J^Sfl^t** ^'#<^> V^^SIfM^ 

NC S ^ ^/<^WAi^(Dmn^U't^^i'K<Dm\'ts NCS'? ^^5Cis 

ryfty^tiOill4DNAtfeoTt)RNA"efcottiV^ fcsv^ 
25 f!DNA/RNA^7t*fco-CUV\ 'it ^^1© T ^« X J*t« 
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? ut>t=j- F&m^^x&j&h^z z>o T>^-^>^mm:(Dm n- & a ^ m m 

5 5 0 

10 fat. L-< 1 5 3 0^£^)^b^5^-y ? u^f- KjWU?7< £*x5„ 

£ fcj; NCS^ JCifrfST^ L< »^r<D^fgWI|ffit©ffifX^P-i-*$H 

% IB^IJ UfefL f j: # i-ffil mttt£ < N m R N A (D±m^l T'fcot t> £P#BB?!J "Cfo^ 

15 fty^Rii LT^-IJ Kl:ttfflt5f^li, fl^Dffi^JfiN C S 

^y/^lS(sf©mRNA© 5 ' 5fc8&/0>fe="- KfC^» C TrinfuB-r 

£ T>'^-t NC S ^ >'^?Wmfc : ¥-(D$&^M ! %)t^4 7* 

20 llf^i^UTEti (KJjyvyy^) £r^J$U mRNTA^<Di|te^Sr 

NCS^ V^^ 7 Km^^»^^^# : f)f{jiJi -; 5 J t^K ( ^ , B l J©M{*N NT C S^V^ 

1*3 gp (iu|tg|g^ii#j^^^tt-i' yfp -?#Mtot-#n$f l#s y 
£v^5^ v *5£-e»^^^»^tt§P'fiL©^£ga^j^^~r'5^-y ^'dna|)^i 
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m^mmm^^^-i- ^mv dna^ t^ttsftti u-c/b^ ^hoyt-r 

*'-tPVf AiitSr.tfct^S [Nucleic Acids Res., 29(13): 2780-2788 
(2001)] „ 

15 ig^tsi ltc^f-^- y ^^v^^^x/n^^^wi'S ^- y ^ t^^-f- K (S - 

-emmb7t^-y v^-^- k&£\ 4Eft^re^y =?*^ t^-f- K ^jW^S 
^(4^i«fbH^^l^^i-s|g^^^^--i5:bTv^-c^ £v^s , ncs^ 

NC S ^ V^^^jt^^-^ISiaSr^PfltiJ-t-S^/®©^ b^S'J(D#iJfc N NC S * 
^it!J.=fRNA, V^^5 s iRNAtfeS. iV^l^iRN A- ^flHlSF^O ^ 
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(RNAi) tPFim^Sfft, Siu tt#j^-e*nb^v^7h 

[Nature, 411 (6836): 494-498 (2001)] N V 4 J* <DftW&ffi t LTft 
g£*LTV>5„ s i RNAi LXtt. 1f5i»iii9 g b^^Ufct>cD^{M-C# 

T^^ir^-X^-y =^ ? V-^-^- U #1fV^»s NC S # w?^®3tfc 

M.©DNA/RNA gtt^lS (Tyy^K-^^TAX'li -<;y ^ 
^a-T^ife, s i RNAIt iry^»7>ft>^i^DNA/RNA ft 

tt^m-e^tL-^tb^ u ilSftr-- y ^ywtffiw.*^ 1^90-^95 °c 
x-m i ^f£«t£ ^^fctt, m 3 o ~i<j 7 o °ct* i 8 b^t-- y ^ 

f£», }jl$s:<7)^^V ^ h (M XL fix Fab, F(ab' ) 2) N jffiifc&tnlfls (M?Ui\ 

25 7^y ^ ^-/ujnf^fis Ncs^y/^f fe5v^fi^©77^V^ 

h (MtlfrCt, ^i^jfeif 7)V-?%. V N KLH (Keyhole Limpet 
Hemocyanin) ^<D^-r y T * >v* * SC^M Lfc^ft £ "t" £ - £ 
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5) itWM t LT\ y^m^T'J^^O' h ^ * /c fi ^ 7 n -f > 

10 fr^>A/-Il«*-J s I? 2-14 Ms ^^^^^^^--yAffiJISs 1985 
^) (a 19 f^i-S n £ a*T-£ So ^ -> -x iH^S: TfTllS K> r rz. s< 

^ b ^ 2~4 [al^TfcSVMMKF^iS^-U ftm^©^ 3 

;Lfi\ NS-l, P3X63Ag8 ft £?) ^tti^L««t^7^^ 
15 »I4t5M7lK-7^#5„ IffllSll^ttPEGfe [J. Immunol. 
Methods, 81 (2): 223-228 (1985)] X t> W>J±^^^ [Hybridoma, 7(6): 
627-633 (1988)] ffeott iV\ pJfM(D^r J $ U — JV^^^M^T ^ ^ 
4zfV ^f±s Jitl&I<Z)E I A^fcttR I A?^#^fflV^T^Ll©i#^W^^ 

20 iTtteSrj&^-f-S'^^IJ ^^fhn N Jc f±-v r> & b < fi 

»s ^y ^fetfrs t HbXf* t l^#C{$-Cfco-Cfe £V\ ^y yf/L^tes ii 
25 t£ tnmm^ (B£R#*gfU-^) , Vol.6, No. 10, 1988J . 3-73280 

t MWtl#^s Mif^#^¥ 4-506458 ^r'&m. WBBBg 62-296890 # 
•^#^^T> t h^rCf^^s TNature Genetics, Vol.15, p. 146-156, 
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1997J , TNature Genetics, Vol.7, p. 13-21, 1994J , #^^4-504365 
^Jkn, IBI&ttiJiS^BI W094/26585 r 0 flgf- A ^ >' * , 6 ^ !§ 4 

0~|5 0l, 1 9 9 5¥J s TNature, Vol.368, p. 856-859, 1994J % # 
^ip 6-500233 -^-^fg^ ^##!-^a^tL^^-r 5 ^ t 5 D 

5 ncs * ? MAfH-pcolS^Xtt+m^^f^fl-r^^-Efi^fe, NCS^y 
N C S W< ? Mitfe -7- coxitis Sr^fffJi - & #/ft £: Ittt, NCS^/'^f 

10 §5^1t 5 fc6^i^I^'fe5o N C S ^ >/^^Mjt^T-^)^t^^#Sl'}t)(- 
WfliiJ-TS^Kt Ltii, N c s ^ y/^ 1© K 5 1 ^ b ^^r ^ 7^S^, t% 

nc s^>-^^5t<7> K^t^ i^^tV y^^Pf-t Ncs^y^^lt 

mxx% &o 
25 (D^^s^ff e>n5„ 
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tx^& 0 ^s^sm^*— ra\ ±ite<?ymm / 7$ z F'& =* - K-f a ^- y ^ ^ 

- 9 b# S :/ n - * - ^tif £W £ fix V > ft it ft fi£ ft b ft 

V\ fffl^nS/n^-^-f^ &^&^fr5Ht?LKj#J-e^tBb#3 tot 
5 fcftfcf^KffilJPgteftV^ fflill SV4 0A*W7"n^-^^ > f--f h ^ 
•ft v $4 L T R. y^^fil^^f^^LTR, MoMuLVftjLTR, 

20 TKy^^^-f/^^s ^U^-^^/v^. v/yKt^^^s ir^^V p 4 

25 y*A$j^ s i« < , ^mmm- t> mA^mx\ K-omtL^zm v m bia^j ( i 

TR) ^ LtM^^iit^STfyiff^-f^^fffl^^^* 
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n c s ^ >/<?m<Dm&xnmm&mw-t%^'Ktt ^t~. i»ttNc s ^ 

p y t v 5 ^ >\ n^tt°y, u-jx. yyi- 5; >\ v'p^y^t'y, s/vv-gfev^t 

ft^<£>feft\ #i] x. Kf IS II _t r'P § £ n # 5 la flc £r 'a tr ^ £&X-% 3. 

l£^.h^r-^^tL#5-ffl^ir L-Ctt, M&frf. ^a*t> ^>-^>\ -^>^ : y K 
15 y/v\fy K fLft. ^Vi^— ^ -feynn— ;* N ^/i^ > y y^;^!!'^, ^ 

20 K8*HtMJ^ Jlvi*;^!)^ ^^-i^m^^^U Afoill, 
^TTUy^^v")^, xjpv'/K & fls? ^ y y /^ifESt^ > y # ^ 

tvy»©»K b y mmk^m-f- v v 

/^7^y, 7"nkVWN°7^y#©rai> ^xygtMi^A, g£ 

^ - r7 7A.#(7)^?»J, #®^«IJ^<7)^WJ. 7k s ^S^StK, ^t-^V^ 
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»pw^# (f^x.«\ ^Tft^x mm&x, 0Kf^s^* 

/m r/wu 5 ^ws^ifes ^^tzm&Lm&tt-? ^^m^mxir^ ~ t a* 
15 ji&K3gy$ft&0©^fc^/w^ - £ 

v^ s 1 H fcfc 19 t b-r^ 0 . 001 ~m 5 0 0 m g / 

20 kg Tfe5 0 

i n c s ^ ^^^»i^%^wsi-s#ffl^fJi^s m^mm 



25 3. 2. nc >zl^MmM±lLMM±MMM2MMM mMM 1 1) 
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^^> s tr^E-v* k\ if /k y v>>, ^ ^ > y > . ^ a -7 

5 ^ n ^-rifV^A s ^n^^v'/K b — 1>A N tT;#/t^ 5: K -O'X^-7 

? ]J. y^^s ^ is;v$k*?M - j3 — ai^=r^ y :/^>\ ^i/;^^t Knx 
10 y^n'^ y .X^^t — Jd fc « N C S ^ > ^ i'^liMfg £r-lTf- 3 

H«p£iJ I I NCS^y/^II«ttl ffig Mill E 

15 utmiji nc s mm^^mM-r^mmmnm, m^nu 

y.ni&m^-^mt't^o lot, ff«J i i a, nc s ^^Rit^^-IM 
^mm^s nc s ? ^^^wmfc^tDm^frfeBm&mw u#s £ 5 

bs nc s (iifl **E#&ftMH) SrIB 

25 5„ 
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jKK^JSCT r^at^-feij iffet5 D 

y - K'fb^t^ Ncs^^711»tfc^l5 0 ncs^ 
^ £ Wtl W » te# PH £ £ n ft v ^ iill #c * *H# II lf-m % tf -T 3 * * 
10 ?-> 7^M¥JX'fo K> #5, 

ttK^ov^x^stit-rs j: 5 MT^tb#5„ nc s ^ i/ m^Wfo<omu 

15 #ftte N NC s^^/^^Kstfe^^^^^^fi^^^fTOfg^lnliiL 

#5 cfc 5 ^«l^^^tb#5o NC S * ^^^KfIW»^^^f$^fi*fc. 

nc s ^^^^M^^olsm^fcttflfM^fifStg^f^^-f-^ J; 5 ftNC s 

^ KHW^#/W^^f*fb«s SBDD (Structure-Based 

20 Drug Design) , CADD (Computer-Aided Drug Design) ^Ss-cSV^Tfr^ 

^l#5 0 5 ftlgff^Mi: bTtt, — ^ y — =-y<?\ de novo 

irlf'f ^> 77 — Y n 7 — QSAR (Quantitative Structure 
Activity Relationship) ft if flS^tf £>*L5o ^©i 5 ^©i(^^^ 

25 NMR, X^^^ftff, ^clt)t»t)T^C9#^¥#f?i^ £ 9 ^Wat^M LT 
V^ft bl^^fitW^OT^ft. LTV^V^ft btf homology 

fife. Threading ?£#<D#3g«IJfe^ J: 19 #&ft54f &ft ^tf^ffl £ft5 D * 



WO 2006/043710 



PCT/JP2005/019645 



121 

^© J; ? & f 7 J* k ITttx DOCK (Kuntz, I. D. et a 1. , 

Science, 1992, 257, 1078) .Gold (Jones, G. et al. , J. Mol. 
Biol., 1995, 245, 43) N F 1 e x X (Rarey, M. et al. , J. Mol. Biol. 
5 , 1996, 261, 470) N AutoDock (Morris, G. M. et al. , J. 

Coraput. Chem. , 1998, 19, 1639) N I CM (Abagyan, R. A. et al. , J. 
Comput. Chem., 1994, 15, 488) & k*^mfbtl% 0 

N c s 9 >y< ? WMte^-o)^m^ tz.mWifc^mmfc&i&nir Z> J: 5 ft N~ c S 

* > ^° ? mm ^m^j^m^it « ^ /c. f^j^«\ ti ^ s -c ^ 

10 n 7 fl5 0 #t|x.fi\ JixEw^l^ i ~ i vfls/H^e>fr#3 u $ b 

15 JSK7-, MUJfi^ S*J^^s ^JD^ft if^s^ff 

p^f$(Dig3g(DfcfeBm$^SNC s * ^/^Rfli^ll^^W:^^^ 
NC S ^ ^^^RIIW^#> c f^#^-f~ ; 5S-Cfe5PS 1 9 ^J^{£^^ 
11-5 0 0, 0* L < f*^* 1-300, «fc 19 L < tt^* 1 — 20 
o, b< «5^*i~ 1 0 o<£>g-?fc?>#5o i#S©lt b"Cfi. 

20 ^x.(i, sm£ttWT% £v>c ! ~c 8 l*Hb7K«£s fg&£ft"WCfc 

~c 14 iiss, r^/£, 1 ~4 ©r^^Sfesv^tiMt 2 ~ 

8 © 7 / 5 Si ^ it ^ tifc 7 5 / 1, 7v^/S, 

25 ;H, K*tl~4©7^^/Ht-*y fe^VMi^lt^^fc^^/^-f 

^^77*^;^ #tlf#c 1—4 ©7;v^^S^^7 feS VMivWfe^ t^7c^ 
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t Kndfv'S> 1 ~ 3^<tvm=z ^>'JfC^XB^£;^X^x t> £v^Sfit 1 ~ 6 

1 — 3 ^jgT-Xff^l^X^X % ^V^Sfffc 2 ~ 

5 i ~ 3 m<D^ & ^^jh-t-xbi^ ^xv^x t> it^it 1 ~ 6 ©7/^;^i- 

£ N Mlt7~9©7 7WftI, 6~14©7!J-/^S, * 

10 tfe^^TV^Tfc iV^C 2 ~C gTA-^r-^aXfe "9 #5 0 

Bilr^tLXl^X ctV^C! ~C 8 7/^;vI© C x ~C 8 7;^I^ Ltd, 
E#l £ « 5>H£« © V ^fixt £ < , ttl-t. L < tt^^m 1 ~ 6 Xfc <9 , 

zn^/K 7°ntVK -fy/P tf/K /f/^v y/f/K s e c - ~f 
f/k, tor t — -f^JV^ifr lp \f hth%> c , 
15 gJ&^tbXV^X^ £V^C 2 ~C S 7/^ = ^I©C, ~C 8 7V^^/^K£ 

LTtt, iSia^/ctt^l^m^V^rnX fe £ < , b < 2-6 Xfe "9 , 

0i!x.f£x --^-/K 1 — ^n'^/K 2 - 7n'<^/K 1 — )V— \ n 
-<^;k v 1 — ~?=r^;v^ 2 3 - 7r ^ ff £> ft 5 „ 

g$l$ftxv^xt> £v^c 2 ~c 8 7M=^l©c 2 ~c 8 7/^^/vli 

iill ^^f-^/K l -^n fc^/K 2-7°Pt°^/K 1 -/f^^K 2 - ^ 
^-^/l/ N 3 tfS m if b ft 5 „ 

\&mtifzteft\\$.m™^nxh £ < s 0* L < tt^M 2 ~ 6 Xfc "9 , M^«\ 
25 7fc/i^/K Tir^vK /PtV^f/K 7^ / -f /K 2 - ^ f/v/P t V -Y 
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g&^-cv^t) £v^«c 3~c , 4 mt7Kmmm(D^mc 3 ~c 

B^^^tv^t^j J:v^^#Sec 3 ^c a4 ^ft;7K^So5^#^c 3 ~c 
(Z)V^Ttx-C^ < . 0IL<tt^*t3~12T'fc!), iifl -^p7/^ 

^ p >• > — 1 — -< A-\ 3 — v ^ a -<>"r- > — 1 — Y 2— i=z^\ 
10 drir^— 1 — --f/K 3 — ? n -\ dp-i? y — 1 — < ) s uT J^fJ V ^-=- 

& (#iJxJ3\ 2, 4-v-^n-<>-^ v^rc 1 — /K 2 , 4 - ^ cz^df 
y>^>- i --f /k 2, 5 - is? n^-^-y-v^y- l ->T/W ^ tf* 2|£ ff £> ft S „ 
B«l£;n.Tv^t} J;v^«c 3 ~c 14 llIl©MIc 3 ~c 1 

^ymyy/K f/yy/K 4 y=f-r v v -r ^ yv y /k t° 7 y y /v N 

20 t° JJ vvK t° y ^ v>~/K . tT y y*v>— /y, k° 7 MIT v^/t^ if 

yy , 7 7-/K y^yy'7 7^/K -^<yy [t>] y-^~ ku/k 
y^yKD/K ih — fyy*yy/y. ^yxv^^y^K ^yy^^f 
^y/fryj/K ih-^v y 1- y r y y /k / y /k ^y^f-y p/k 
25 yyyy/K ^tyy;K ^- / ^-f - y ~/k -^—/k yy^-yy^/y^ 
yy~yy, 7f y # y y « -yj/i/Tj?— y /u N ^ — ^7/^=: y 

/y s 7 -7^/i/^^ y /k r^yy— /y, y^y ^-y-y^/K 7xyf7^=/y 
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n [ 1 , 2 - b ] t° y ^--/K t° y ^ [ 1 , 5 - a ] tf !J vVK ^ 5 ^ V 
[1, 2- a] tf y vVK [1, 5 -a] tl <<%?V [1, 

2 - b] tf !J yv ; = /K Cl, 2 -a] h°y ^ v> = /K 1, 2, 4- 

5 h y T :/ n [4, 3- a] t°y^/K 1, 2, [4, 3 - b] 

if^apuf feix5 D 
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4. 2. nc ^^vwm^\^m^%mm&mm\,n&mmmmw-(Dm 
nc s ^ ^ ^ * 7c (i-^ ^ ^. ^ ^-/^ ^ s ^ mi- s & m 

15 tiL#S«t 5^^Srfl^'ft;-t-«r.i:^tp N N C S * Ria^^-H 
^3fe^tgSr^^Fi-s i 5 ft3l^^^#:tt:f±. M*.fi£, sbdd, cadd 
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5 o _hi£ LfcSBDD, C A D D m<Djjfe t ±'$)^fo\Mi£ t L 

i ncs? ^ Mitfs-?-^ rai- s i^mo w • mmm , 

20 t5o 

25 H\ 5 7" 7" U >\ h y ^ n^---<7 p/i^p^^ir >\ t7f^^ 
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/Urf^ ij x -^>\ .x ^ ,7 V n — ,/K W±NC S ^ fD^1^#££Yf 1' 

6 . 3; y b 

—mm^m^n, ^mm<o-^y Mi, &,t en . (i i) sr^t* : 

( i ) ; 

(i i) NCS^yy^Mt7tli^©^^y/^f N I^^^^^K^r^— K 

NC S ^ ^^^WjtfH^O^m^M^Wfg^M. NCS^ 
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7. ^^(D^jEE^ tzi rim*. y * ^ (omit.ijfete £ nm&m * -y b 
MM v * ^ (pmimjjfete x nm^.m ^-y v 

7. 1. 1. n c s ^ y^^Bjftfi^g^satoiiaf t^s<? < , N c s ^ 

I ) 

20 #¥U5£#$££tn jMKUSct r^ij^jti i j fc^fpfc-t-So 

-HJS^-efi> fU^fem, KTOIS (a) N (b) : 

(a) »]^^b^mbfc^f*:f*^f^*5V>TNC S ^ y^ D ^f ©^^i^r 

(b) NC S ^^^^5C3i^<D|S^.fi^S<5#NC S * ^/^SfH&tJll4M- 
_hfB (.a) ~ (b) (DX^M^^-iP^fif^^^ ^tJSCT r^&ff^Vj ^ 
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10 ^iVOIg (b) -Cfi, NCS? >/^Mitfc^>B«^£o£ s » 
25 {4|g3mi5Tfgt4^¥iJ!$ffi-5^i:^BXtg-efc^ 0 
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7. l. 2. N c s ^ y/^ flf fe^PHtofflf ^g-j < , n c s ^ 

10 -^liltlt nfcm^V b I tt, ( i ) x ( i i ) : 

( i ) nc s ^ w^Mfe^c>Mft%M:£L#S^I£ ; 

(i i) n c s * ^ fCtf^Jli^ ^ Mig-f sii^Ncs^y^^ Mitfs^- 

NC S*^^W5&fe^3§mS&S«5£L#5¥^f±^ NC S^v^Sit 

^^^ffl^WT'SI^^^-CV^Tfev^^, ^©^ffl^^Mi, infill 
^i^yMtts NC S ^ SIWIfeluffiltSM (0!l&fcf, ^ 

25 7. 2. NC S^W^f iffeT^#igi^^l^'< , 3£,&<P583E U ^ ? <P 
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7. 2. 1. N C S ^ >/^f itfe^^)^(Dijf tc£-3 < , NCS^:>^^ 

fcmmn, nc s^y^^wAi^^^m^m^-th ^ &^-tp, ncs^ 

— ^te^B-ef±. ^J^ifc I I (is ^Tcoxm (a) . (b) £ra&> : 

(a ) t&t^ bSK Lfc iW^-fc'V^TN C S ? ^ ;< ? WltfST- W #M £ fcij 
3T-t~ 5 XH ; 

(b ) #i©^^/l'l^^NC S ^ >' Hfl Wll % ^ IS iS 5 ^ fS <D$£1x. 

1 o BTtgtt s: wm-r z> ig. 

JblB (a) ~ (b) ©xm^tf^iSfefm^ j&gl^Jfc: D~C I j k 

^ftlfeV I ©Ig (a) l?(t s i^^ba^nfcfeMWf-^v^Ncs 

ftm, « s mmt£¥&#p-£^* 

nc s ^ WmB^-(D^mt f2 N abS-©^ffl^*3V^T, Ncs^y/^ 

£ic*U N c s ^ y/^ fi&fei 1 *t tf ^ ^ ^ D N A t *5 Ij" 5 1MN 

Mi(l H-Inv DBf©^©f-^^^t^t$^TV^-5o *¥'J/£ 
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y>rf- YWM<n>W&~?1h ^ Mill N c s ^ > ^^l&fS^w^m^SHk, * 
fcttNC s * ^;<?WAfc=F\^m^-tZ>m§& (ix.tt\ NCS^>/^ItW 

5 #MCQ^ -f ^M^tes a f*^£n O ^ ?i i' J: t9 ftfrfr^ 5 u Will RFL 

p mmmmmmm}i^:^M) &u pcr-sscp (-*iDNMWM 

^WLM^f) ASO (Allele Specific Oligonucleotide) s>4 ~f V V 4 

if-v-n >*fe s T a q M a n PCRfc A if tf5G£JB X # S „ 

*Siv i ©is (b) -eft, #M©^-f^^S<3^, iwncs^^ 

£r3§i£ L^-f V^#5^? ft, ^ ^ P5S^- 5 ate-T- ^ 

15 ^ij^fe i if*, nc s^^^^mm^m^i^m^M^-^^B m^u, 

— mfe^T?f±, ^l^ffl^y b I IH «T ( i ) . ( i i ) &"^tr : 
(i) NC S * W^MfST-^#^£S'JSL#3^I£ (^Jifl ^gt^n- 
25 7\ 7°^^-^— ; 

(i i) .ncs^ w^^®^etj^^^5ti-s^ai:Nc s^^^^icas^^ 
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5 7. 2. 3. NC S^y/^fiffe^0^^iJ^^S^'< , NCSjWlj 

wima-^^Biigi-^^^^^jH 1 ; *?<pm fa-fife ofti^zfrfei i i) 
v ^ ftfi^ ^ -t /& (o 3& & v * # <d m fe-jv m s „ 

*^j^.t/?**-s ^Si-J^cx r^j'XE^fi i i i j ^ffet§o 

10 -Ilfitfi, flj^ffi 1 I 1 ft, TaSOXfM (a) , (b) : 

(a) HSb^J j5> b « L S:fcV^NCS^>^^ Kit (5-7- (D #M <D * 

15 ^us^-fe i i i -eri, ^sje y ^ * (rmfav^m &tiz&m<z>t"(ytt. nc 
ntt&i i n-*5^5_tiB (a) N (b) <DTM.&SttjjfeWiite* MM is 

25 7. 2. 4. NC S ^ >^ Wmfe-i^#M<7)7l;g^^< . NCS^>^°^ 

gafe±l£MM±L^Ml^MMiL^^M^ffl±-^ l" ffl^ ffl^'y fill) 
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^IWffl^ b^N ^SCfStt r^J^ffi^rjy h I I I j ttgrn-tZo 

—mmm-cn, m^m^v hh^ ( i ) > on ^^t? : 

5 (i) N c s ^ >s<?MMte^cD^m&m7£LMZ>^®t ; 

(i i) N C S ^ >v-^ N C S ^ Mfs^ 

nc s * y/^f?)NC s * > ^ ^ ^ i - # 1" 5 l£ t£ f b £ « % 

10 © "C o o ^<Z> J; ') t£%>m.(D$ 4 -f\±^ ^4 ^"f A ^/ifT *$<D UW<is;ft\ 

^ffl^ybl I I<^«^*«^ Sfl^&ftS^tNC S ^ >v^ fCitf^ 
(D#M<^^£r|^#, fiJ^ffi^f^ b I I t mmX'foZo 
mfelB^y b i i nc s ^^/>°^K&f5^^Hiii-S^^^s^i-s 

25 8. i. NCSiwiiMiiMlMii^ML l^tcfrj-j-^jiS^; 



ft ¥U ^ jfc & J:^J^^ry b 
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8. i. i. nc s wisfc^(Dmmm:(Dm\m^m-3< . ncs^>^ 
-mm^m-en, «sivit kt©is (a) , (b) : 

(a) i«>6SibfcWIK3^TNC S > ® it IS -P <£> IJIi^ 
10 i^tSIg; 

(b) nc ^^^^itfep^^sms^s^^Nc S^W^fiWI^© 

-hffl (a) ~ (b) ©xmSfa-tf^&^S:. H-fClfrCT ^feiV I Ij 

15 ^giV I I (DTM (a) J2 S ^vfef^VWX® (a) kmU^foZo 

^giVI I 0OX|M (b) -?f* N NC S ^ ^/^^Kit'fSP-W^gmS^S^^s 

n c s ^ >v^ ki&ssr fpfffi ^ti5o \z. n , 

M5t£tLfcNC S * ^/^^K5t{5T-(Z)^SmS^, NC S ^ ^^M'itfe 

20 — bM&£th% 0 nc s ^ i//^ f ©^Sl i n c s^^/^MfW 
25 &m^) i#,tb^6 0 lot, n c s ^ y/^f ifif 0||J|t©gff i ^ , 
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fUiE-^fe t vtt s nc s * >-/N°^KIIW»^Mi-6^St4(D^JS^nTtg^ 
8. 1. 2. N c s ^ y/^ f mfe^-dlf i^S^' < , Ncs^y/^ 

10 

-«^^-ett, W/E'ffl^r^ h I VfL J^T ( i ) . ( i i ) £ratf : 
( i ) NC S * >vn? ©itte^^SSSSrill^ L#5 f-S ; 
(i i) NC s^w^SIMoMiNC S ^ >^ ffstfS^-^ISmfi 
15 £0>|I1^2>fB^Lf::g£# o 

m^^ry h I V<^M^§?t«, ( i i ) (DM^^tt. -flj^ffl^f y h I £ 

^U^B^rS' h I VF±, NC ^^^RHW^^^M-r^^Sti^W^r^^lJ 

20 S ^ ^ JCIJ! ^ <£> ^ fspYffi ft if ^ * jS t't)5„ 

8. 2. N C S ^ flIfi^(Q»ig)iJ^^lo J < s NCS^y^7fll 

8. 2. 1. NC S g W^ffjftfc^<P#%J<S>%!l^fc3g<3< v NC S ^ 

25 (PffJ^jfe (ffJ^ZfrfeV) 
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-&mnn, nc s ^y/^li^w^I^iSts r. t £r^&\ nc s ^ 
*¥iJ5E^£5r, ift^-JSDT r^Jfcfj&feV] i:fi&t5. 

5 -mmmm-^a. mfefrfevfc. «t©is (a ) n (b) : 

(b) #I©#£©^^^tltS^^NC S ^ 
10 ±1B (a) ~ (b) (DXfS^-a tP^icliB^ MtfSCt «VI I 

I J tfBStSo 

^Slvi i i ©ii (a) a, ^^sfeimv I ©Ig (a) ^p#-cfes u 
^ilv i i i o)xm (b) -eris ncs^ > /< ? ^m<D ? 4 zf 

i:S^^ % nc s ^^^IlW»^iSt5iS('fc(t5NC s ^y/^ 

Kit-Is -f(/)&mw ~f1£ , NCS^^/^Ia^©#S©^^f^t, NC 

20 RS^JHJ: !9, NC S^^^^K^l^^^l85g-r?)^m^*5itS 

^ffiv^Ki^i-Ctt, f£N C S Kaftfg-7-^#^«^ 7°<D#M£r ttftfi 

ft5rt^b^TV^§ 0 'lot, ^m&ffiffi*. V . NC W**SC«gl& 
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w^&vte, nc s ^ ^y^^nm^m^^m^ir^mm 

tfcitSNC S ^ > > < & m% #3 2£ *fc ^ *J 6 USStt (D ^ M ft -t^J ae*:" 5 ! 

fsii-^c ft-o-c, f-ij^&vf-^, Mx.«\ nc s ^^^KM^^^Uji 
1 5 t it § n c s ^ y ^° ^ fli^l^) © ffffi © M ft if K m m -e 5 0 

ftt5„ 

io -mtmm-en, wfem** hvn, sat (i) x o n £-a& : 

( i ) nc s ^ v^lfii^cT^M^MSUtS^IS: ; 

(i i) ncs? WWMM'Wjv®)^ tNCS^ Rit{K^<D#M £ 

^/B^y fvcfMSla, ( i i ) ©jSEflsj^te, hilt 
15 niBTfc5 0 

it5^i^(t§Ncs^y/>7 iff! &}wy®<o <o wm tzti^m^foZo 

20 8. 2. 3. n_c^s^j^±MMM3^2^M^2MM}l£^A^ Ncs^y/^ 

#3&Kf2. Ncs*^s*?W;i&te^'(D&m&mj£1rZz.k&$t?, ncs^ 

25 gft <£> ^ij }£■ & -ittWci- 5 „ 

#¥U3£#$5fc£r, r|jg^j£v I j ^mfr-rs,, 

-H»H-m. ¥0^7j?^V I Ji N TfB^XfS (a) N (b) Sr^tp : 
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(b) #i©#^^^f/©fits^#Nc s ? ^^tKAfc^-Kmmir& 
mm^is it 5 n c s ^ ^ nwj^m'Wj'rj^^j-mi- § is„ 

^I©nc s ^ > ^ (- ^j-t- 3 ^ -!£ ffci <5 k <o -c 3 o - 

iP tll'M -7- & i~ £ Slj T* f 3 N H t> d *t i~ o IS 'S t£ tf* ^ 
Stb^fi, ^§:fj£/jM£i^ (^fctt^v>) irtit^iSo t£oT, r©i;5^# 

¥U5t*1fcV I fc&ttSJLfE (a) „ (b) cDXS^ti^felfefi, tCJ^£^ 
15 5^NC S^^M^^McD^:/^^ ^SlmV I I I £: 

c s * ^ *f -r 3 ^tt©.^ ft ¥0 7£tt"\mt-tZ> 0 l§ot, 

8. 2. 4. NC S g ^^^Wm-(5T-cD#acDM^^S^< , NCS^W^ 

25 ^M^/B^y b iK^-JfrCT mfem*? h V I j t«-t5o 

— »B«|-Cf±, ^ffl^ryhVIfi, £*T (i) s (i i) : 

( i ) nc s ^ y^^Wmi^(D^m^m^U^^^^ ; 
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(i i) NCS¥>-^?Kmfc^^W&^&^BtNC s$ ^s^fMA&^n 

C S ^ >v^S©NC S * > ^ ^*j"T 3 ffi&i^&mt £-T£Zt>(D 

^JJM^y b V I COfllJ&^fjm, K^^^tNC S ^ S»S^<Z> 

10 C S ^ > /^S^W^(-^1 S ^St^C)^J^^^t|s t -f-?)„ t£oT, fO^ffi 
^j/fviii, nc s ^ v/N°^K^[^»(-Kii-rs^m^feitSN 

1 : t hyn^B: cDNA ^ t= — WM^JS^ 
20 Invitrogen <D Gateway v^^A<7) PCR ^ n ^——l/lf^Z. iot, t hyc^ 
^ cDNA V u — l/1t9 n—^^sf^? GatewaypD0NR201 <k BP^j^^-^T, 
xy M)-^P-y £r?#fc 0 CL(D^-^ h U — ^ ^ — >- Gateway i/^f J*<T> 
ly^<^7 & ■ — pDEST17 HR^ Pt- V 25°C60 ^-ffiL 

25 t°fy h-fr/l* BL2lstar (DE3)pLysS £r?fy5MS$l U 

A^frlfc? n— V&jH^LT FrozenStock ^f^Mbfc ^Stls^'fr^f L 
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m^wwisxmmmm, s b mm ^ b -c & m \ iPTGi^t 

###-|J 2 : t cDNA a — >' C> 3g, ^ WWMJjfe 

t ]> cDNA ? n — >§r N 5feH i s ^#^©^ JC £: Ltii^t, 

5 BioRobot8000 (Qiagen) -5 VMi ACTA Crystal (Amersham) Ie^V^T^^ 
b7~ 0 BioRobot8000 ia^»ii, #%^'J 1 CO^M^^t fc$L$£fe# 
Ift^fffLT U y'f-ATMf s Ni-NTA Superflow 96 BioRobot Kit 

(Qiagen) ^JlV^T77^ =f ^ff SUfc„ ACTA Crystal t J; SitlTrii, 
HisTrap HP * 7 A t i 577 ^ -flSf (-^ Gel Filtration Column 

10 Hi Load 16/60 ^fcte 10/30 Superdex 75 prep grade ,t?7A|:15 -7Vl- -5 
i§;ft$!J£:|IMb7c 0 !*$^iiJ<7) SDS-FAGE ^^iLt, £ $1 

b T ^ b ffi Sf£JB flfflf b /c 0 

15 fl?#f;frifc 

2RJSIM^i& t t b^K cDNA * n — P> b * (ZHSSlfM 
f^X»^P-7f^77^ (SEC) ^M^T^Il^^iirfc^^Jl 

(mi. 2) „ jrf$w^^m«^c9ii \) "efes 0 

20 ^^y^l. 

<z>[S|g P n n ?M, igi5:©Elilp n n (8, 16, 2 4®&£f) =£r$g 

,x -7 y 7" 1 TPi^ \,tz.ik&mt# ^/^fC<£>iS-8^<E> S EC*7^(a^7 
25 uvf^77^^iU M^W^It^S E C-C^Bf U 

^ R^-W-'a * S li^bl^ fc^VMi^ y^^fifBS^ffi b7c =£r « 
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\Z. 10mM ADA (N- (2-Acetamido) iminodiacetic acid) Buffer (pH6. 5)- 
300mM NaCl-lOO^M mineral ion cocktai 1 (Ca (OAc) 2 ^ Zn(OAc) 2 • 2H Z 0 N 
Cu(0Ac) 2 • H 2 0, Co(0Ac) 2 ■ 4H 2 0 S Mn(0Ac) 2 • 4H 2 0, Mg(0Ac) 2 • 4H 2 0 N FeCl 3 • 

BCA Protein Assay (PIERCE) £fflV^M5£U SDS-PAGE "C^^ bfc#&g & 

WMuuih^-¥j}\-±, 1. 25mM iSi$<^^— fc&^KD DMSO (Dimethyl 
sulfoxide) fg^fe<5 WiifilC (8 fcSVMi I 611) b/c#£ 

10 Mt&w<n DMso^HSris® bxfiaM^t)T^ffivvc 0 ^fc, rat^is 

DMSO (Dime thyl sulfoxide) WM&JB^fco 

Sti^^T^ ES I Zfu~y^^^Lfc LCQ DECA XP (Thermoelectron) 
<5 V N fi Q-TOF micro (Micromass 
15 AgilentllOO (Yokogawa Analytical Systems) , r f" — 1£? — V 

is X — Jgifc b HTC-PAL (CTC Analytics) ^rffiffl bfc D 

384 tV^y^^rfflV^fcSE C^"Cf*\ rr^;7 ,{ — 
(Whatman) ^f^^ft 10 n L <D Bio-Gel P6 (BIO-RAD) ^5te*b, milliQ 

20 7 7- ^>-^^I B n p*5 it)^ 25/jM Wk&<D# 13. 3 L <k > #25/zM^ft 

9 M L & S EC^ 7-M-5>&b/cL 0 TiT b~ r y /I'&^&bfc 384 

5 SEC7 t°>i7 7 7a60^>^^ 50%T-fer b~ h y A^^HHR b7c 0 Ti? 
25 h V /KC J: oT4E b/c^ y/^IM^I^j:^^ ^/i^ — 6iiT[^*bT. 

^^°^K^#^riTV\ ^(DhWL&mfo~MW&\^. 10//. L CO 50%Methanol T? 
fff^LT^ bfc a KS^-*fft— (Z)#tbffifi, Positive 
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ion V(Dm-n\^ & 0. l%=¥®?/50% methanol s Negative ion ^tr— K 

COWj&\C\% 0. 1%T^^ — T/50%methanol l^-SSr. 40^ L/min <7>^ft3l?"effl 

^ y ^ ^ a y txft^t)©!!^^^ h/W&^Srill^U s e c ,x t*># 
^ h,M&S3r#fc 0 ^ y^y-5CfIn B n£«JbfcS e cfy/;^ b 

PWM^&MM^^f^K, SEC^t°y*7A©5f ( S E Ctf> CD ^ is,* 

'MMM 1 : FLJ39196 ? a — iss^V 5C i: T WW*;* £r £: GO+gSffs 

15 JBA?*f 

##M 1 *3 «fO ? #%M 2 ©^l^ot FLJ39196 ^ n — y- ^ ^ £ ^ > 

/^W^gMtM^fTV^ #%0>J 3 ©^l^ot FLJ39196 a>&28^Mt$S b 

^L/fc 0 T b/W^^y-i: FLJ39196 35 ^ ^ 

20 it, SEC^t°y^7A©5$ (s E c fab (Dp w^sn&W&OT) fc-^-f; 



;l]^Mass Range : m/z=559.2 5-559.5 



FLJ39196-7 7 h;U/'?X^^ L y 




0 


12.5 


25 


62.5 




0 


53987 


31597 


68345 


604452 


5 


56604 


247204 


110996 


2.703426 


10 


117020 


569000 


597628 


3 448280 


25 


164530 


1285142 


2719479 


7108230 
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t£oT, FLJ39196 S JCtts V^fn-/Hi ttfflll^^ 

WJILtco r_ t J;^ FLJ39196 ft*^ « £ * * U — ^ > ^fcfilfc 

% u -t^fDib, FLJ39196 y/^fif*Ii: ©ffi£fffllf, flJ^f* 

: FLJ39196 * n - ^ ft >^ « £ &mk&*fo t (DffiMJMtf 
#%M 1 *5 J:t/##^J 2 UJh-m^^X FLJ39196 * P - >- K ft * > 

/^^^Mtt^TV^ #W'J 3 (D^fei-^oT FLJ39196 

(->^U7t 0 MIHtfH^ ^ FLJ39196 W ° ^ 5C<7) ffl bT\ 

fro 

«2] 



FLJ39196 - fcf^E^KCpimozide) 




0 


1 


10 


100 


250 




0 


18219277 


4813337 


4354460 


5504067 


9203835 


23.75 


581 8424 


6161857 


27706749 


456093959 


1174368945 


47.5 


5080308 


8507799 


142633352 


1412301047 


2935095895 



«3] 



FLJ39196 - hfTfc-J-l/— MBifonazole) 



23.75 



47.5 



•Ill^Mass R a n g e:( : Dm/z^310.7-311.7fec}:t> , ©m/z(N a -<^> ^aafe)=332.6-333.6| 

~ WMMeMT^ 



38593590 



37989067 



34294270 



32068857 



27516354 



33844567 



10 



34579053 



30253800 



38342358 



100 



30705006 



60323012 



152159135 



250 



32278650 



85169446 



322219706 
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H^Mass Range : m/z=298.7-299.7 



FLJ39196 - 7x>vUMFendiline) 




0 


1 


10 


100 


250 




0 


16096640 


18341826 


21106520 


134902492 


315067466 


23.75 


15565227 


15884361 


18323956 


118321460 


396979100 


47.5 


15343412 


24572438 


26691498 


256481478 


565679716 



CIS 5] 



I'l^Mass Range : m/z=329.7-330.7 



FLJ39196 - -^P^X^Xchlopera 
stine) 




0 


1 


10 


100 


250 




0 


5350191 


2920008 


13165487 


276180260 


803023959 


23.75 


3537409 


2972794 


9288224 


21 8420294 


773924506 


47.5 


2912771 


4085344 


18612563 


338617522 


1411536255 



«6J 



il'lfeMass Range : m/z=366.7-367.7 



FLJ39196 - ^^'Jv^KBepridil) 




0 


1 


10 


100 


250 




0 


1 1 238373 


9581826 


14048756 


358168208 


1566782176 


23.75 


7541774 


7408112 


35655439 


771184721 


1841002486 


47.5 


6335047 


7866658 


40680909 


1156825217 


1990085657 



«7J 



1'lfeMass Range :m/z=473.7-474.7 



FLJ39196 - til 






(Raloxifene hydrochloride) 


0 


- 1 


10 


100 


250 




0 


1 7843366 


3754698 


2330594 


7909682 


10553153 




23.75 


4991164 


3790373 


6024709 


124641622 


157539770 




47.5 


4375846 


3014448 


1 7385466 


122918120 


666932700 



K8) 



il^Mass Range : m/z=423.2-424.2 



FLJ39196 - ^>X7PYP> 
(Benzbromarone) 




0 


1 


10 


100 


250 




0 


327259 


231212 


300847 


378850 


461737 


23.75 


301936 


357666 


1258120 


10722991 


19795682 


47.5 


353375 


412022 


1942184 


29076230 


4341 361 9 



(St 9] 
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ill^Mass Range: m/z=324.7-325.7 



FLJ39196 - Zl-yM J \ A(prazepam) 


■fbca^ ( U M) 


0 


1 


10 


100 


250 




0 


57513356 


45379226 


21 988256 


130413200 


139016191 


23.75 


28065745 


38417587 


46660512 


258681345 


517983224 


47.5 


30688137 


26479402 


67670753 


264065408 


706383483 



Sio) 



H^Mass Range :m/z=31 8.7-31 9.7 



FLJ39196 - ^n^T-tz/^A 
(clotiazepam) 




0 


1 


10 


100 


250 




0 


8807574 


8089543 


19826757 


251469420 


633414607 


23.75 


7459143 


8254340 


25038949 


283452799 


759706893 


47.5 


7176640 


9022620 


60448900 


657940514 


1089985810 



5 

(in) 



ll^Mass Range : m/z=337.7-338.7 



FLJ39196 - XP-^V/KSuloctidil) 




0 


1 


10 


100 


250 




0 


3542413 


60801 26 


3684060 


4969067 


9177432 


23.75 


6558607 


4318261 


7828150 


163940015 


357100809 


47.5 


4836197 


5977944 


7209043 


507388292 


74201 5343 



mi 2] 



10 



FLJ39196 - "<>-tzh— 
(Benzethonium) 



0 



23.75 



47.5 



1'I^Mass Range :m/z=41 1.8-41 2.8 



0 

22495292 



8694278 



9038570 



7744717 



7361705 



18097692 



10 



5781 630 



346972055 



724595729 



100 



1 1 0985750 



5864609237 



9268734340 



250 



3418189873 



683951 9322 



14536894458 



(in] 



il^Mass Range :m/z=428.9-429.9 



FLJ39196 - tf^U^HK 
(Bicaltamide) 




0 


1 


10 


100 


250 




0 


131 9316 


196020 


269681 


3889442 


1804944 


23.75 


278471 


264437 


914364 


18349511 


53664833 


47.5 


191214 


390946 


4168309 


24933110 


112816687 



15 



an) 
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IQjMass Range:m/z=430.2-431.2 



FLJ39196 - -<>X>TvK 
(Benzthiazide) 




0 


1 


10 


100 


250 




0 


1189971 


271261 


505597 


1323031 


1475428 


23.75 


315296 


361168 


1 095223 


9348303 


25333199 


47.5 


176906 


249695 


1261413 


16067473 


28434802 



»15] 



SI^Mass Range :m/z=298.7-299.7 



FLJ39196 - =:K/iJMMinaprine) 




0 


1 


10 


100 


250 




0 


16639217 


15652447 


95722839 


530918568 


1025547751 


23.75 


9882171 


10946604 


88615018 


727082711 


1272226745 


47.5 


80251 1 7 


10185140 


49245292 


427303459 


1448860391 



ai6] 



ill^Mass Range :m/z=407.7-408.7 



FLJ391 96 - h'jyjl-t^^ 
(Trifluoperazine) 




0 


1 


10 


100 


250 




0 


9858178 


6645734 


7904072 


204390563 


632906281 


23.75 


6423833 


7580781 


400581 78 


293702761 


1292987653 


47.5 


5642729 


7231665 


14142338 


5846308 


2293500744 



($17) 



;II^Mass Range: m/z-31 5.7-316.7 



FLJ39196 - ^a^a^JMrv 

(Chlorprothixene) 




0 


1 


10 


100 


250 




0 


20818137 


1 2908294 


15368592 


30558420 


80321853 


23.75 


2001 21 22 


21615977 


31 548696 


104338961 


243359670 


47.5 


18192912 


25013147 


52145413 


207034486 


433637183 



«18) 



%'I^Mass Range: m/z=293.7-294.7 



FLJ39196 - tr-^^-feV 
(Pimethixene) 




0 


1 


10 


100 


250 




0 


3544903 


2913965 


4868887 


58800844 


224525009 


23.75 


3278835 


2449690 


5737072 


121577640 


265475649 


47.5 


2729497 


2762592 


9271060 


197624997 


359356100 



ai9) 
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j£j£Mass Range: m/z-434.7-438.7 



FU391 96 - yji^->^^-y— ;u 

(Flupentixol) cis-(Z) 




0 


1 


10 


100 


250 




0 


42590489 


57845690 


59201705 


138331819 


1019443291 


23.75 


36874292 


38801184 


66148127 


474717521 


1437323119 


47.5 


27636011 


54783295 


82852252 


1301876646 


1766098462 



[t2 0] 



;Il£Mass Range :m/z=473.2-474.2 



FLJ39196 - ?P77V5> 




(clofazimine) 


0 


1 


10 


100 


250 




0 


5613437 


1592610 


3306068 


1781607 


1742291 




23.75 


1595172 


2041846 


15886830 


138678443 


380425425 


47.5 


2442639 


2399851 


57730302 


31 2686548 


411373516 



5 

[g2 1] 



ilfeMass Range: m/z=327.7-328.7 



FLJ39196 - aJftHrXLoxapine) 




0 


1 


10 


100 


250 




0 


35221 76 


3432353 


21044859 


169361258 


460296582 


23.75 


3879570 


4528499 


11931004 


251879811 


825422861 


47.5 


2827091 


41 99361 


15635610 


339486695 


830945491 



[t2 2) 



fJl^Mass Range: m/z-634.9-635.9 



10 



FLJ39196 - Uv-}~5XRescinnamine) 




0 


- 1 


10 


100 


250 




0 


11639431 


98431 74 


6544896 


1 2903374 


7315419 


23.75 


12301790 


11269941 


21 895843 


215933519 


288844471 


47.5 


13358537 


17653515 


40677751 


675671326 


1469409087 



»2 3) 



fJl^Mass Range: m/z=666.8-667.8 



FLJ39196 - ->P-»a t"> 
(Syrosingopine) 




0 


1 


10 


100 


250 




0 


52552166 


38126829 


47209784 


41362697 


38512184 


23.75 


56051742 


63594361 


101347281 


465474678 


59625031 1 


47.5 


55701703 


704431 52 


105524442 


897067633 


1499127775 



15 [S24] 
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jjJlMass Range: m/z=564.1 -565.1 



FLJ39196 - >->;HytKni^3> 

^rV^CDihydroergotoxine mesylate) 




0 


1 


10 


100 


250 




0 


28173635 


25150786 


29311635 


76261189 


326128137 


23.75 


20474057 


1 9680823 


36914079 


177369018 


232715490 


47.5 


14315178 


1 6556794 


45033425 


221983211 


530510575 



S2 5] 



ijgMass Range: m/z=577.9-57S.9 



FLJ39196 - /v;U^vtKPX;U3> 
^vi-KDihydroergotoxine mesylate) 


jl/M) 


0 


1 


10 


100 


250 


^>/^H(jUM) 


0 


20191674 


17036968 


25343556 


62894601 


234871658 


23.75 


15759781 


25890358 


1 1 1 382606 


421344902 


408003600 


47.5 


17285522 


31988946 


207450982 


908698063 


1265975868 



5 

[S26] 



lUlMass Range :m/z=61 1.7-61 2.7 



FLJ39196 - ^v;^vtKPX;HJh 
^vXDihydroergotoxine mesylate) 




0 


1 


10 


100 


250 


2>/\°-?R(jUM) 


0 


33357241 


18486648 


24024699 


30737736 


58888872 


23.75 


25102744 


351 26832 


106708813 


397014202 


267260198 


47.5 


31509157 


40595551 


194133547 


931095764 


1112309560 



S2 7) 



/1'l^Mass Range: m/z-61 1 .9-61 2.9 



10 



FLJ39196 - vtKP^vI/b^UX 
■^XDihydroergocristine) 




0 


1 


10 


100 


250 


£>/*-5>W(j«M) 


0 


34818618 


25663523 


10810305 


75466444 


137535150 


23.75 


28551541 


68120944 


327393156 


910395859 


871970698 


47.5 


38121433 


95970671 


593118709 


1961163889 


2985742521 



K28] 



fJl^Mass Range: m/z=328.9-32S.9 



FLJ39196 - X^/VP— 7U 
(stanozolol) 


fc^(^M) 


0 


1 


10 


100 


250 




0 


8793284 


3108300 


2749518 


3830491 


4150230 


23.75 


3069987 


3620481 


10223886 


127989356 


1 94560574 


47.5 


2505684 


3989532 


25533379 


619287498 


778914733 



15 lot, FLJ39196 Wte, .t. ft b (7D ^Uit^ m <D U #J * > ' ^ ? 

IfiDlo.^fcSii^KLfc, r©^t FLJ39196 y/^f i 
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ffO ^ £ri*T*£ -rtefDtb, FLJ39196 Et3 5fe^ IHttM^^ta 

mMM 3 : FLJ20589 ^ n-yft*^ y^^Ii: (DtBSfWJWW 
5 1 *3 J; t>'#%M 2 ©^iC^ot FLJ20589 ^ a — >' £ jfrf £ ^ > 

^^W^m^MU^n^. 3 O^S^ot FLJ20589 ^b^JPMtKL 

3^^b/t D ^Ui^mt FLJ20589 LT, 
S E C ^ tf > fi"? J^CDS ffl. ( S E C ^ b w ? ^^M^tB^iiD t^S^iSi 

«2 9] 



jl'lSMass Range:CDm/z=310.8-31 1.8 fe <fct>' ©m/zCNa-I^VA ft]tfc)-332.9--333.S 



FLJ20589 - bf/fr^-y— ;KBifonazole) 




0 


1 


10 


100 


250 




0 


3600159 


2704636 


2935358 


2558136 


3779926 


23.75 


2324791 


2343078 


2189489 


3826699 


3607174 


47.5 


2094320 


1367901 


2513645 


8024232 


28949362 



15 [t3 0] 

;l'J^Mass Range: m/z=325.1 -326.1 



FLJ20589 - ^^/^(Prazepam) 




0 


1 


10 


100 


250 




0 


696402 


563508 


752185 


5911478 


8158416 


23.75 


438127 


372254 


1912944 


27662748 


53037838 


47.5 


■ 172968 


603084 


8279573 


67316791 


87274751 



DR3 l] 

;H^Mass Range :m/z=41 2.0-41 3.0 



FLJ20589 - ^-tzh— 
(Benzethonium) 




0 


1 


10 


100 


250 




0 


2920130 


681042 


536408 


1019183 


1894576 


23.75 


852430 


567621 


13777320 


732075554 


363052655 


47.5 


169123 


179741 


1 1 25025 


368271326 


1 844957985 



20 

[i3 2] 
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I'l^Mass Range :m/z=408.1 -409.1 



FLJ20589 - h'J'7;U'^-^i?> 




(Trifluoperazine) 


0 


1 


10 


100 


250 




0 


1872134 


1499445 


1420853 


2266965 


4146130 


flM) 


23.75 


548622 


469062 


893634 


41947038 


57062370 


47.5 


226024 


459554 


2953415 


67433540 


116228047 



(S3 3) 



fJl^Mass Range : m/z=405.1 -406.1 



FLJ20589 - 7;U^-vXFIunarizine) 




0 


1 


10 


100 


250 




0 


41 8270 


1 88851 


200579 


198757 


253795 


23.75 


185731 


501950 


137693 


181386 


308575 


47.5 


1 5441 1 


58869 


178128 


2683794 


931 7332 



5 

|i£ o T , FIJ20589 & MP > ? d n b <D<&Mfc&Va <Dffi&) ? > ^ V 

%(D 1 OT?$> b7c 3 FLJ20589 

y - ^ >- -yimwmn t z^zzt-v, m%mm<v*? v 

fro ~t-fi>~C t 5 o FLJ20589 S jfc^ w*^ KC ir If t <rj^K 

|&6fe0il 4 : FLJ39196 ^Tcfl FLJ20589 ^ P — > tfc Jfe * y/^IiWM 
#:V^\ FLJ39196 * 7r. FLJ20589 2 n — > Etl*:^ W£r$S#J^ 

^PJ!<Z)5£ (I) .75^ (VIII) N (1) 75^ (11) *5«fct*i£ 

( i 3 ) ism (ii') ^m^n^{^m^tca^(Dm.m^, FU39196 i=fc 

{4FLJ20589 - tfrb, FLJ39196 £ ft HZ FLJ20589 

20 #±«fc«9. T^PJ!©^ (I) 7^3fe (VIII) , 5£ ( 1 ) (1 1) *3j;7j«5£ 

(1' ) 75 S (11') T ; *^ti5 m^tt it ^ (D f± N *q 3m 
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10 #ffilfit^ 0*T^i$tlfc#l2 0 0 4-3 0 4 8 6 4 (tfcjJH 0:200 
4^10^190) &mmt L-X#o "J N ^r<Z)rt^f**Pj!lffl»^^-C^^tL5 
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ft 3ft c£> |5 1 



i. i^T^st (i) ~ (vni) frbt£&mfj>hm t£ti 3 fc^fe -? fc 5 > ncs 







(I) 



(II) 



(III) 






(IV) 




(V) 



(VI) 



(VII) 



(VIII) 



^/1/7 7 ^;^p^>E^ ^7; N t Kn^r^ 7U, ^r^ff^T 

-;^/V7 7=/K ^^^i 7 — 1 2©7^^;l/7/V^r^ x ^*S^8~1 2©7 
x^;U7/I/7-=^Sfc(±^if 7 ~ 1 2 C> 7i=;^7 /U^M"^ ; feSlM* 
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t Ko ^>-\ 7?; N ^;tl7^y s v'g&lT 5 j s t/^/u/^/t^^ 

1 ~ 3 f@<£>a&S3r^TL , WCt> iV\ ^c^^/K i%m$k 3~7© v 7" n T/U 
5 =3r/K M^t£ 7 — 1 1 CO 77 ^^/l- T/L-^/K $ 7/ JJ ;U\ \£~7 x^/b, 

— ;k > y ^ ^ — > y 37 y ^ ) ;^.^u 

R 2 tt, TkSfJJS f- ; ^n^y^f ; >-7 7 ; fc Fn^rv' ; Kitl^7©H 
^ 7c (i ;5>W£ CO 7 3=- /t- ; ^P^'yft7;k^;l/ ; 7 /V df- )V Jr $c v' ; T )V %r )V X /I. 
77^^ ; fcSV^Ii, /^n^>I^, v'7 ./ N t Kn^y, 75 / , 
10 7 5 / s v?fi7?y N i^3lt|fc l - 5 c^rM*7cfi^lf£tf>7/U^K ^uy> 

$tb« 1 ~ 3{IS(Z)gmSSr^"bTV^Tt> J;V\ ^StfSc 1 — 5 ©H^ 7c 
«7/i-^-A\ ftimWt 1 - 5 WllLi^tTc^^^^T.^^ 7 a^/K 7 

15 ^H#C8 — 1 2 CO 77 ^ ~ ;k7 }V*r 7c fiMStffc 7—1 2ff)7.x ^/kT^^ 

R 3 f3, 7R#iH-7- ; ^n^rVJfy ; i/T .7 ;"t Kp^^ ; 1 ~ 7 (DUB. 

%TM5$$&(DT /V$c;V ■ ^P7 ! yb7/^dr^ ; 7/U= 3 r/^=^>' ; 7/t^/l^/l/ 

20 757, «7 5 7, ^?gi£l~5(DEIJ|J;fcte^lI£C0 7/t^/K /M3^ry 

1 — 3 jlSIcDK^S^rWUTV^T^ «fcV\ ^Stifc 1 — 5 © 7c tty>fe 
(DT >V*;V^ mmWc 1 ~ 5 (DW.m.^.tM / 7$'$i<DTjV^;Vjr^i/^ 7x-;K 7 
^ ~)V7s;v~y r — /K #<Stf& 7 ~ l 2 co 77 3; =. jvtiv-^jv, 8~l 2© 

25 7/ m ^;L-7A'7^A'f, 7cf'±^^|^ 7 — 1 2 (D~7 au^jVT ;V^^ ; L 
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R 4 tt. Jmm^ ; ^ p y>lsj<-P ; v-7/ ; tKn^V; ^SN& 1 ~ 7 (Z)]£il 
^ 7c (i ;5> ift T A- -V- ; ^ P -fk/'/U ^r^ ; =>r A- ; T X /I/ 

£tL5 1 ~ 3li^ffmSSf#UTV^Tt £V\ 1 ~ 5 (Djg^^fcfi^K 

IfcmWt 8-1 2W7x-^ T ^'^T fc 7 — 1 2©7i-/l/7;^ 

10 /l^^-v" ; Sttt? Lx 

r 5 « n ?m W.^- ; ^n^'yl-T- ; ; ^« 1 - 5 ©iHi^ /Ui^Hjio 

R a tt. zklftJJjC^- ; ^n ^'yli 1 ; ^7/ ; t Kp^^ ; ^jftlk 1 - 7 ©ff « 

istiz l-sfln^B^K^LTv^-c^ ±v\ mmnk 1 ~ 5 (Dmm.~£frfcttt& 

©T/^/K mMWi l ~ 5 ©HlfcliMo7/v^/^^^ :7^=/K ~? 
20 ^n/^/U-T 7 r = /K ^*Sc7 — 1 2 (D^^—Zl/T/V^K fcMW*. 8 — 12© 
^^^/l^T/l^^/i^fel-i^lSc 7 — 1 2 ©71^7;^/^^^ ; £r^L 

R 7 (4, ?m m J- ; ^n^'yg? ; V7 7 ; fc Kp^tv^ ; ^*tl~7©Ei 
iztz.feftV&(D7 'JV-^jV ; AP7~>ft7/^^ ; 7/^^"^-/ ; 7V^3vi^^ 
25 37 7 :=/U ; fo3VM3\ AP^ryg^ ^7 7, fc Kp ^rv\ T 'X J , ^/tt 
75/, ^75 7, S^Hfc 1 ~ 5 ©Ei^fcJt^fe^TA^/K 
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7 X - ;l/7;V^-^^f fcft^if 7 ~ 1 2 <D 7 m A^/l^^ ; £^ b 

5 , 

10 7c f± ^ <D 7 ^' ^ ^ ^ ^ ^' ^ b s 

|IU R Z £R\ R 3 a e , R B tR\ jo J^t^R 7 <t R ^ttWIll^^t 
N ill^TJ-, ^n^^J^-T- ; ^77 ; fc Fn^^ ; 75 / ; ^71^757 ; v 5 
g-^T 5 / ; /m=z ^->--flr;TA-^ryU' ; T /v ^ ~7 T — ; ^<>XV 5 n 

514R£*l5 i ~3 jiic9«m£^^rbTv>T t «tv\ i ~ 5 

^•H^fDT A'^/I-^ fcte^Sf & 1~5 (D\g.$M.t fz.r±&«&<D7 /l'3c/l'**i/i)*b ft 
SPtf^SttRSatS 1 ~ 3filC9il^lG^WbTVN-C^ iV^^^bTt> J:l^ 

20 

2. ^t©5£ (i) ~ (viii) frt>?£z>mfrbm mi § -fb-^ ^ ^ o g ii 
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(I) (II) OH) (IV) 




5 ^tfr^/, ^it i~5 ^liiiHS/ctt^ii^^r^A^/p, ^u-?>it 

-/l/^/I^ r — /K I^St#C 7 — 1 2 <Z)-7 ^^/I'TA'^r/K ^StlC 8 ~ 1 2(7)7 
-CO-R 9 R 9 ». FtSflfc 1 ~ 9 (D\Km.'£fz.n / £t&(D7/l'3cJU ; 

N ^ a ^.^{b y ^"/'i-'to J; U« 4 — k Kn^y7i ~;Vfr h t£ 5 S¥#* h £ ft 5 
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^/K M*fc7 — 1 1 ©7 ^^A-T/P^r/K -f 5 ^V* U /K fT^— /K'^^ 
R 2 W: N 7k Si IK ?- ; ^n^>I^ ; -^T / ; t: Kp^V; ^*ifcl ~ 7 cDiSgl 

7 5 ./\ ^1175 7, J^f£ 1 ~ 5 (DYK-m^iM^^o-jT /v^-.'^, 

flsT/u^K t iv =*f jv Tt^-yte X u '7 ;v -ZcJi-y-^ y r —t^fr bte&fttfj^b MiR 

tsn& i ~3i©tti^tLTv^x t «tv^ mm%k 1-5 (Dmm^ti^^ 

(DT.JV^jV^ wMWi 1 — 5 <Z)|i!«f fcri^riWT/^^t^ry, 7xr:;K 7 

^ifffe8 — 1 2(D7 ^^>vy ;V^~/V%tz.\-im.%Wi 7 — 1 2©7x^7/^ 

R 3 fi N TK^lsfi T- ; ^ny^jjfC-T- ; v'T / ; t Kp^t^ ; 1 ~ 7 offi! 

15 y T =^)V ; $>5VM± N yNpr-^^jg-T-. v^7A tKP^rV, 7^7, *7lt 
T^y. ^BtfeT^/ N ^§?t|^ 1 — 5 WlSi^fcte^I^Ty^/K /^tn/r^ 
flST/l^ /K T /I- ^- 7 V =3r v- Jo i T 71^ /V .X y 1/ y r — fe> /£ S fl¥ ?J> h HiR. 
£fh% 1 - 3{|il<Dffm£WbTV^& £V\ ^Sft£ 1-5 OjtI*fcf±M 

20 ^^yV-xyi^r^/K UMtki— l 2 ^^^—/vT/vdr/K ^Stfc: 8 — l 20 
^^=ykT/i/^— y^^Tctt^*^: 7 — 1 2 ©7x^;i'7^^/^^^ ; £tt^L 

R 4 f±, 7klfJi^ ; ^Py-'7I? ; ^7 7 ; t Kp^v^ ; BM%. 1 ~ 7 <D^M 
% fcW^^ (O 7 jv ^jv ; /nh ^yft7^^;> ; T jv^;v^^r-y ■ T/v^r/v^/v 
25 -y 7 =.jv ; £>6VMi, ^p^>^-?> -^7 7, fc Fp^A 7^7, *7II 

-ffcT/l^/K T'/l/^fyl/.i-df v- $3 jr. t5 7 y V ^ X A 7 7 ^/V/o^b ft 5 ffi^b ®£X 
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i~3fil(Z5B^S^^bTv^T'b £v\ K#tl~5 0 gEH £ ft. f i # 

©7^^r^, m.m^ 1 - 5 WIlL|I^fcf-j:^lIii(DTn^--^^-^-v/, 7/^-/K 77 
fz«8~1 2 (7)^^^;PT/l/^-^*7cf-i^^^; 7-1 2 (Dy ^ =- ;VT JV^ 

R 5 li s zk*MT- ; ^n^y^?- ; v'T/ ; l ~ 5 <oW.m.t. IzteftMi <o 

TtV^jV ; &5VM1/^P T^-fbT/y^r^ ; b, 

R 6 f±. TKSlJf: T- ; ^>m-7- ; v'T / ; tKn^^; J*** 1 ~ 7 <£>|£^ 
* 7c (± Hr£ CO T /y ^ ; AP 7'yft7/v^A ; T /y ^/y^ ^ ; T/V'^/^-X/^ 
10 7?^ ; fc^V^ll ^nz>r>-M-TS l^T J , fcKa^S^ 7-;/, 7 ft 

^T/y^/y, r/y^/y^-^v^to £ utjv ^yvy^jvy r — /yz> £>&5 pa* felt 4R 

ztiz i - 3 #i ltv^c uv\ i~5 (vmm^t-n^ 

COT/y^r/y. ^Iftffe 1 — 5 ©jSil^fcti^tf^T/l^/^^^ 77^~/y, 77 

15 ^^/u^/y77 r^/ys #<iftifc7~i 2 cot? ^^/y7vy=¥/y, ^<Sti&: 8 — 1 2 <d 
y ^=.;vr /v^r^/v^TM^mWi. 7 ~ 1 2 <zpt7 s ^;i/7^^^t^ v- ; £/T< b 

R 7 fi, TkitfC^- ; ^n7'y^ ; v-T/ ; t Kn^y ; ~ 7 <£>ffiK 

^ 7c fi CO T /y /y ; /Nd^^fbT/^^^ ; T/i-^/y^-^-^ ; T ;V*r;v^jv 
20 -7y~;v ■ &5V^3 N ^n^BfC^ J ^ tKn^7, r?7, ^^it 

7>y, v?l^7 5 7s ^ii 1 ~ 5 ©E#l fcttMoT;y^;y 
fbr/y^/y, r/y^/y^-^v^Soit^r/^^r^y^/^T 7 r =■ /^^jfesP^biltR. 

1 - 3 nn<D«mg<WLTv^% «t ^*f£ i~5 (Dmm-afrfcft^i 

©7;l/Jr;K 1 ~ 5 ©lit fcli^^WT/l'W^^ T^^^/y, y 

25 x^/^^7 7-/K ^Stffc7~ 1 2 CO 77 ^^/U7'/y=-V/K fiSMWi 8 — 1 2 <7> 
77^^^7^^y*fcd£t-3fi&C 7 — 1 2 ©7x^1/7/^;^^ ; b 
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jv ; fcSVMi, ^ n ^jfC^ 7 7 / , t Kn^y v ^n>r>ft7;H;^J: 
7 7> £> ft 5 b 31*R £ ft 3 1 ~ 3 L-Xl/^T^ 

£v\ ^jum i ~ 7 «H:^*fc«^fe(75r^^/^^fcfi^*^ i ~ 7 ©EI^ 

5 7c 5t Ibjc <7> 7 /L- .i" 7 £r ^ L v 

flU R 2 a\ R 3 i: R 6 s R 6 ^R\ fcSitfR 7 i R^i^ft^ftSSflSoT 
, AP^fygf ; y7/ ; t Kp^y ;75/ ; ^/tf75/ ; 7 

gj^7^y ; /-nh V>'ikTyi-^/^ ; 7/1^^^^/1/7 7=^ ; XV $ y n 
= 7W ; ^bt;^P^yI^ 77/, t Kn^ry, 757, -t/ti7 5 7 

^fe<D7/^/^/cte^*tfc 1 ~ 5 (D jiL $1 ^ 7c y> llij (7) T /l^ ^" ^ 7 ^) ^ 

C ] 



3. etf^ d' ) ~ en' ) fcibtez>mj>bm tfft zit-s-m-cfoz, nc 



15 



5£ (!' ) 




20 



[^^ N Br i d g e 1 ' tt x Tf3^ (la' ) 



(lj' ) 



WO 2006/043710 



PCT/JP2005/019645 



161 




t K n ^ ~> £V*T ^ ./frbteZM^h MIR £ti% 1 ~ 3flH^gmS£r¥r LT 
R 2a ' li^If i ~ 9 ©lit fcfiM©/^^ ; MStfc l ~ 9 (Difc&^fc 



WO 2006/043710 



PCT/JP2005/019645 



162 



-ett^fc7x^/K ^^7U/k t°y^ -/k ^.-n- /k -<> v--^ - 

R 3a ' feykmw^ ; fiz^Wt 1~9 (D\M.m.£ fznftkkoT ju^jum, s^titf>IM 

~ 3 ^WgmSSr^T LTV^^iVX 1 ~ 5 ^JUI ;£ fc^U^T/l^ 

/K i^Sttk 3 ~ 7 <7>;/^ n T/l^/K ^ ^^ A- N t~"7a-^, t°^< y v^/K 

10 fcSWIR 0a ' T't^^n/cl^^f 1-5 (D{lCf4^/c(i^ii^cDT^ Jf/^S, ^ 
SIS: 3 ~ 7 <t»^ n tvi^/k 7a^/K try^— /k t°-< y tf"-< 7 

x' (i 7K n jjfi -r - mtcnmmm 1 — 5 <Dfi:#i£fc»^<^T/i^^^u 

R 5 a *5 XUR 6 



f U R 0a \ R 4a ' 
15 (ID) : 



HQ 



Oa' 




(D\s^-ftlfr 1 of3\ it (IB) 



o 



H 3 C L^o 



X 



Oa' 



(1B) (1C) (1D) 

X 0a ' ItmmWtl ~ 5 ©lil^^fctt^llli^T/l/dr v^^r^i- D ) £>fb 

^ (2' ) : 



WO 2006/043710 



PCT/JP2005/019645 



163 

R 3b ' 




(2m') (2rY) (2o') (2p') (2q') (20 



WO 2006/043710 



PCT/JP2005/019645 



164 

7c n 5> US <o r jv ^ u -y s ^Iti£2 *7c» 3 <d ^ /c \± co t ^ ~ b > 

V v v^M^b. 

R lb ' te^^&l ~ 9<Z^^*fcfi$H£<^T/v=WK ^7/, 
5 t / tf>k&5i¥tf>b3iiR£;fr3 1 ~ 3 i©gtSlrf Lt 

V^Tt> j;v^7x-;w ; fc5^fiR 4b ' 'Cg^ $ tvAc 7 b N 
R 2b ' UmmWi 1~9 ©liJI^/cte^^T/^/v ; ^#f£ 1 ~ 9 ^fflR^/b 

10 p^b^iR^ns i ~ 3 te<£>ffl&&£r^r brv^xt> £v\ ^stf£3 

~7©^^p7;^/K r||7~1 l©7x = ;i/7;^K -l"5^7'bK 
t v :7^~/K ^f-^^/K ^^y^-^—ju^fcfe^yyy ]} /v ; 5b ' 

TKm^nfc^^^^, -f 5 ^ N /bK t-^^r-yu-, ^-_c^y^ N > 

/n£/t«-<>-y* y b, 
15 R 3b ' tt7K*IET- ; ^it#£ l ~ 9 o||lfcftMoT;^;H, ^n/rblg 
j\ ~77A t Fn^, /• b^r^ 75A */Il75 7, ^7 5 7 

~3l@<Z)ffifcS£:WLTV^T 1 b«fcV\ ^Iftfcl ~ 5 ©lit 7ciiM«7^^f 
/K ^citffr 3 ~ 7 CQv^ n T/^/K 7 :t \?y ^~;V S M°-< U v 1 — A\ 

20 t°^7^=/K A 5: y ;w .^<yX4 5 ?/ u >v ± tz. n*esuy * y 

fit, R 4b \ R 5b ' J;t>*K 0b ' COV^-f n^l Ofi N 5£ (2B) ~ (2D) 
25 : 



WO 2006/043710 



PCT/JP2005/019645 



165 



o 



HOv^XXf H0 4 



,sx\OH 



Ob' 



O 



o 



1^1 



o 

H 



X 



Ob' 



X 



Ob' 



(2B) 



(2C) 



(2D) 



5C (3' ) : 




(3') 



5 R"" R 

[SC^K B r i d g e 3 ' TIS^ Oa' ) ~ (3f ' ) 



WO 2006/043710 



PCT/JP2005/019645 



166 



R 



3c' 



/ 



R 



3c' 



R 



3c' 



/ 



\ 



R 



0c' 



R 



Oc' 



/ 



R 



Oc' 



N- 



/ 

(3a 1 ) 



-N 



-N 



R 



,2c' 



R 



1c' 



,2c' 



(3b') 



R 

(3C) 



1c* 



O R 



R 



3c' 



R 



Oc' 



N- 



/ 

-,2c' 



R 



1c' 



(3d') 




7c' 




(3f) 



c^ck x 4 ' nmmmi ~5 ^Ei^fc^fe^/*/^ v>-&^u r 7c ' 

V^-Ct)i^7i^;u ; fcSVMiR 4c ' 'C@# $ frit y ^ --/^ £/T< L , 



R 2c ' li^HI: i ~ 9 ©fii* fc ft^*© ''^^^ 



1 — 9 (DUB.^f' 



15 /ui£fzLn^^y*y v ^Sr^u 



WO 2006/043710 



PCT/JP2005/019645 



167 



R 3 c ' fi7X*J^^ ; f%m$k 1 — 9 ©lit 1tfefr1$.<D7 ^p/ryg 

'>7A t Rp^-v\ y h*-v\ xs; y, ^ /fi7 s y N v'gmrs: y 
— 3 fSogtfcg&WL-cv^fc «kv\ ^*#c i~5 (Z)ii:^^fcfi5>K»r/^dr 

/k t°-< y t^<^ v^/k -f ^ y y y /v, --o-x-r 5 y y n — ^ 

R 0c \ R 4c \ R 5c \ R 6 c feJltFR 7 c ' (D^Ttl/^ 1 Of±. 5& ( 
3 B) ~ ( 3 D) : 



5£ (4' ) : 

o 




(3B) 



(3C) 



(3D) 




WO 2006/043710 



PCT/JP2005/019645 



168 



->-r ./ s tKn ^rv'fcj:!;/ 5; j ^ e> & s m ^^^mn^ n i ~ sie^em* 

SrW LT^T ^ iV^^^/l- ; fe5VM£R 4d ' -Cg$& $ flit 7 ^^/^^^ U 
R Zd ' JA^clW 1~9 © HI Sft « #fl£ <T)T JV^rJV ; fe§VMl^##C 1 ~ 9 <D 
5 E #1 ^ fr_ \'l ft U|£ (D T ^- ;U x /NP^'y^ v^TA t Kn^r^ 

m 3 ~~ 7 <D v- ^ n T A- A- x JK^Wt 7 ~ 1 1 0 7 I .--;l,7^'- 3 r/V 

, -f. i;y/!JyK k'7x ^^-/k xy/f-^-^ t ft ^ > ^ JJ A 
10 Stt^U, 

R 4d ' f±5t ( d 1 ' ) : 



(dr) 



15 R 5d ' fi, 4-t Fn^rV7s^/^L/ 

{fib, R 4d ' 33 £I5R 5 d ' <£>Vvf tL7> 1 ofi N S (4B) ~ (4D) : 

o o 

HOv^X-O" HOv^^O HO^^O/O" 




X 



,a\OH 
0d' 



O 



H 



X od ' 



X 



0d' 



(4B) 



(4C) (4D) 



x 0 *' fi^* 



WO 2006/043710 



PCT/JP2005/019645 



169 

^ (5 ' ) : 



3e' 




5 (SW, R 2e ' ai%m9kl~9tD\g.mizf'fe^$i<VT/ls*/l'\ /^^^r>'W,^-, 
7 t J; I>Vn u ^ > ^ ^ P> ft 3 b MIR & ft 3 1 — 3 fliSlcogl^S 

10 ttR 5e ' TB^£ftfc-<^i£ >\ -f^^y— /K ^^7^^ 

15 l^-T % Jzi^^^A- ; foSVMSR 48 ' tfjt £ ft/c 7 =c =-/u&7jk U 

R 3 c ' {-iTk^Iifi^ ; f%mW( 1~9 (D Hilt 3c 7c te^U£ <DT;^ /H£ % ^p^>I 
"f . v-7 7, tFn^rv', ^ f^ri/, 75 A ^ylftTU, ^IftTU 



WO 2006/043710 



PCT/JP2005/019645 



170 



v>~/k $ yy y /k -<>x-^ ^ -yy u ~;u-£fzt±^^7 * y =-^&^ 

{fib, R 3e ' , R 4e \ R 5e ' *5«tt/R 6 "' ^V^-ft^l ofi. 5t (5B) — 



(5 D) 



o 



x 0e ' 



(5B) 



HO, 




O 



-Oe' 



(5C) 



(5D) 



5£ (6' ) : 



3>b 



R 



2f 




Bridge 




(6") 



R 



1f 



Br i d g e 6 ' fi N T!E5£ (6a ; 



(6g' ) 



WO 2006/043710 



PCT/JP2005/019645 



171 



OH 



OH 



R2 r \ X 6" 



(6a') 



R 



2f ' 



H 



-R 1f ' R 2f ' 



H 



6' 



^X 
(6b 1 ) 



if ' 



-R 1f ' R»' 



Me Me 



(6c') 



/ \ 
Me Me 



X 8 ' X 7 ' 



(6d') 



.R 



if 1 



R 



2f 



Me, PH 

H \/ °2 




(6e') 



R 



2f 



HO v Me 

°2 \/ H 

.S^ >C ^N. 




R 



if 



R 



2f 



S 

(6g') 



~R 



if 



c^k x 6 ' jo j;i>*x 9 ' te-e^ta&sac, 1 ~ 5 (DjU^^fcfi^-dJi 

10 R 2f> «^*mi~9(Dff^^fc»^HSOT7l-=5r^ ; 1 ~ 9 (^fffl 



WO 2006/043710 



PCT/JP2005/019645 



172 



trr^^/K =f-zc~?v^ -< > -/ <f- ^ - ^ £ /c ri-< > V ^ U ^ ; 5£ ( f 1 ' ) : 



H 2 N0 2 S 




Btidge 



6' 



(f1') 



fH U R 4 f #o £ R 5 f ' (DV^-f^^ loit ^ (6B) ~ (6D) : 



o 



o 



,,a\OH 

rOf 



o 



HO s ^Xo" 
H 3 C 



H 



Of 



(6B) 



(6C) 



Of 



(6D) 



(5t>K x 0£ " ttiiti ~ 5 (DWi&i&frn&i&Z)T/i'*cu; 

10 it (7' ) : 



R 3g' 




Bridge 




(7') 



R 



2g^ R ig' 



K4\ -Br i d g e 7 ' J± % TfBSt (7a' ) 



WO 2006/043710 



PCT/JP2005/019645 



173 



R 3g' 
\,12' 

/ X (7a') 
HN 

R 2g: R 1g ' 

C5£*k x 1 2 ' teifimm i ~ 5coum * /c n w& <dt^* u > <^-r 0 ) -t** 

y v^Sg&TF U. 

R 2g ' niMmWi i ~ 9 coiti^^fcf^i^^T/v^/K vry N 
t Kn^-v- N y^y. *;gtr^A -^gmr^y. 7/^/^/^7 = ^ 

*5 J; -0^ p /r Wfc y =f->vfr b^Si^b « £ 3 l~3i©f^SS:f UT 
r 3 g ' fiTk^J^T- ; 1~9 ©a^-^fcfi^ll^OT/U^r^S, /^n^Il 

^ ^7/, t Fn^ry y b^y, r s y > ^/ffr 5 y , -^gifer ^ y 
T/^^/^^/i-^ 7 r—^fc jzt>VNH y'^^y ^-/isfabtezfttfr i 

if 3-7 0^^^0 7^^^ 7 tfy-^^/K tvu^-;K fc°-<7 

-fat, R 3g \ R 4e \ R 5s ' ^it;R 6e '©V^ftl^loH N 5£ (7B) ~ 
(7D) : 



WO 2006/043710 



PCT/JP2005/019645 



174 



o 



Ho^-a/O" ho 4 



,0g' 



o 



o 



H 




(7D) 



(7B) (7C) 

(5£rf\ X 0 s ' Sipj m%t 1 ~ 5 (D [UL#i £ (±5>l'!£ T /V 1^- > ^-^o ) 2p& 

Ttfl^C (8a' ) ~ (8j' ) : 

o3h' 



p^3h' o3h' 



R 7h ' R 



7h' 



R 
X 
R 



3h' 
13- 
Th ' 



R 



3h- 



-13' 



R 



7h< 



R 

X 

o 

R 



3h' 



R 



3h- 



13' 



7h< 



5 (8a 1 ) (8b 1 ) (8c') (8cT) (8e') 

X 13 ' ftMl~5(D! 



NH 

R 7h ' 
(8f) 



'13' 



L 



R 
O 



3h' 



13' 



R 



7h- 



(8g') (8h') 



R 3h ' 
NH 

* 13 ' 

R 7h ' 
(Si 1 ) 



R 3h " 
NH 

13' 



X 
R 



7h' 



(8j') 



R 3h ' n&mm^ t Kn^v^f itv^tt) £v^*ti: 1-9 
^;tt75y, v'aifers:^. 7^^^^^7 7 J: t;^n ^ Wb^ f 

N tf:7^=/K fc^Uv^/K tf-^v^K ^^X^^^y 
* /V 7 !J = ; fcSVM^R 6h ' -eg^^n/t^*#[ 1 ~ 5 (Dff 



WO 2006/043710 



PCT/JP2005/019645 



175 

R 7 h ' fl7K^M-T- ; ikmWi. 1 ~ 9 (D \& m S 7c f i ft © n ^ >JflC 

5 tFP7jt^/K ^^"^r-y-> > y* .i" if if t° — % 7^/^ 

{fib, R 3h \ R 5h ' ctt/R 6 h " <D\^~f x fbfa 1 ofi, 5£ (8B) ~ (8JD) 



o 



HO^^Jl/O" HQ 



,v\OH 

0h' 



X 



(8B) 




(8C) 



O 



HoC 



Oh' 



X 



(8D) 



(5£^\ x oh ' ^^*#:i~5(7)ii:^^7tfi^n^(Dr/i-^r^^^^-f- 0 ) 

5£ (9' ) : 



WO 2006/043710 



PCT/JP2005/019645 



176 

R 9i. 

CBridg?^) O") 
R 8i. 

[Sfcf, B r i d g e 9 ' it IBSS Oa' ) ^ j;tJ« (9b' ) 




o o 



(9a") (9b') 

5 R 8 1 ' f25£ ( i 1 ' ) : 



O OMe 




R 9i * n^mm? ■, mmmi~9<Dmm^fcteftt&(DT;i'*^ms ^ntrism 

10 tyiftr?;, ^tftr^;, t/^a^/^ 7—^*3 .to^t^ ^yft^ 



WO 2006/043710 



PCT/JP2005/019645 



177 

fIL, R 6i ' *3j;t/R 9 s ' <DV>-ftl^)^l^«> 5£ (9B) ~ (9D) : 



O 



HOv^XX)" HQ 



,a\OH 
0i- 



X 




O 



HoC 



X 



0i' 



5 (9B) (9C) (9D) 

it(10' ) : 



R 



11j 



Bridge 




10' 



(10') 



R 10J. 

10 C^tp N Br i d g e 1 °' fi > Tf3:£ (10a* ) *3 «fc TJ* (10b' ) 

R 10j '^ .Nk .... U .R 11 i' 



R 



R 



10j ' 



O 



(10a') 



O 
(10b') 



WO 2006/043710 



PCT/JP2005/019645 



178 



R 1 0 j ' Jt N 5£ ( j 1 ' ) 



5 




COTs X 14 ' ft-fy/ntVK y/f/K s e c -zfzf-/^^. ft. fi-< > -^/i- 

10 tL5 l~3{@<Z>gmS^L.WT% £V\ ^*fc 1 ~ 5 (Djg^^ It te^ft© 

fl.U R 6j ' *5J:t^R llj ' cov^T fifr 1 ofi N ^ (10B) ~ (10D) : 



WO 2006/043710 



PCT/JP2005/019645 



179 



X 0j' 



HQ 




O 



(10C) 



x oj. 



(10D) 



(10B) 

& 6 b £ 5 £ -C "9 #• 5 o ] 7r3f £ n 5 fc-S^ ; *3 £ 0< 

S (11' ) : 
13k- 

(ir) 



R 



R 



12k 



[5£cK R 12k ' f* N 5£ (11a' ) fc.fctf (lib 5 ) 

O 



13k 1 




13k> 




(11a') ( 11b -) 

5i~3i ©tts^tLrv^^j:v\ mm i~5 (Dmm^tcn^(DT 

/V^/K pz^^c3 ~ 7 <Di/9 nT^^r/K ;7a^/K tf7x^;K ^f^- 



WO 2006/043710 



PCT/JP2005/019645 



180 



5 L, 

{fib. R 6 k Jo ct R 1 3 k (OV^TtL/^ loft ^ (11B) ~ (11D) : 



o _ 



HO v ^l/0 HQ 



,n\OH 
Ok' 



X 



(11B) 




H 3 C 



Ok' 



(11 C) 



X 



(11D) 



10 



4. eiT©^ (i) ~ (id frbt£%mfc^m^th&ik&m-£tLte"t(DmMt 

5£ (1) : 

X 



15 




Bridge 1 




(D 



R 



1a 



.B r i dge 1 ^ TfB^ (la) ~ (lj) 



WO 2006/043710 



PCT/JP2005/019645 



181 



R 



3a 



I. 



N 



f 

R 3a /N N 



w // 



I 



R 2a R 1a 



,2a 



>1a 



R 



3a 



>3a 



(1a) 


(1b) 


x 


x 


A 

,2a p1a 


r^Va 

M 

R 2a R 1a 


(1d) 


(1e) 


o * 


o x 


N \ / 




R 2a ^ R 1a 


R 2a 


(1f) 


(ig) 



(1c) 



R 



3a 



I 



N 
H 



N 




R 1 



R 2a R 1a 

(1h) 





R 1a 

(1i) 

10 #titi£c3 ~ 7 (Dis? PT/l/^/K g||7~l l©7x^7/^/K 



WO 2006/043710 



PCT/JP2005/019645 



182 



5£ (2) 



R 



3b 




[5£Ef\ Br idge 2 |j:, TIB^ (2a) ~ (2r) 



WO 2006/043710 



PCT/JP2005/019645 




(2a) (2b) (2c) 





(2j) (2k) (21) 




(2p) (2q) (2r) 



(5£>K XMlMtl ~5 (Dm.m.^tM^^T/V^Vly^ 2-5© 
^tf 2 t fcli 3 ©7^^r= ^y**to ) £> ft 5 b MIK £ 3 ~? V -y 



WO 2006/043710 



PCT/JP2005/019645 



184 



;fl7^y, v'ilr?;, 7 ^^^^ ^77 ^^fc i t^^ p ^' ^ft ^ f ^ 

5 ^§|f$c 3 ~ 7 uT/^/K ^IS7~1 l©7x^7;^K A % # 

7U/K t"7m=/l-\ >- y' ^F-^c r^/P^ fc {i-< >- y" T 7 U yi^ ; £tt^ L- 

n r'yJ^i, ^7/, t Ko^rK ^ h^SA 7?A ^/It75/, >>g 
10 I75/ N t )V--y r =- a Jo «fc o*^ n ^ > f b ;* f-n-fr* hte%> t£ 5 

£^L5 1 ~ 3f@«g^S^^"UTV^-C^ £V\ mmWt 1~5 (D]l:^^fcf±^ll!i 
15 5^ (3) : 



R 



3c 




[5£f> N B r i d g e 3 tt N TfB^l (3a) 



(3f) 



WO 2006/043710 



PCT/JP2005/019645 



185 



10 



R 



3c 



,3c 



/ 



R 



3c 



/ 



\ 



/ 



N- 



R 



/ 

2c 



N 



R 



1c 



R 



2c' 



R 



1c 



X* 



3 2c 



-NH 



(3a) 



(3b) 



R" R 

(3c) 



1c 



R. 



3c 



HN- 



R 



2c' 



,1c 





(3d) 



(3e) 



(3f) 



(^c^, x 4 ^^*^: i ~ 5 wuc^ fca^^^r^^c u^&tf b. r 7 c ii^ 

R 2c f3:^§M 1~9 <DWi&C&1znftigL<DT /^/V ; feSV^ttMtl ~ 9 © 



WO 2006/043710 



PCT/JP2005/019645 



186 




iStlZ 1 ~ S^COtl&K&^LTV^k «fc W ^« 1 ~ 5 CO ^.0.^ it fefttik 
5£ (4) : 



(4) 



10 5r ^ L T I N T t =t I^^^/I^tf b s 

R 2d S±^St#C 1~9 (DmM~£ titeftW&o^y ; fcSVMi^sfffc 1 ~ 9 CD 
£ ft # H£ ©7/K-/K /np^VS?, v'T/x fc KP^rV N 7^7 N 

15 zc^/K 3~7©^^n7/^/K fikMWc 7—1 1 CO 17 ^ c^/PT A-^r A- 

R 4d }±, 5£ (d 1 ) : 



(dl) 




WO 2006/043710 



PCT/JP2005/019645 



187 

5£ (5) : 



3e 




7 7* ^/t^d £ "OVn in ^ fVVfl* b^SH^b JtlR $ § 1 — 3 f@ ©gtfeS 

/K t v 7x^/K ^^Vf-^ry ^^ie.tz. > y* 7 -7 > ^ ^1' 0 

10 ) -et^Hs^y ^ v^ff^t^^u 

r 1 e »^3?tf£ l ~ 9 ©ffi^fete^tf^TA^K ^n^jBK^ ->ry, 

R 3 e f47j<^I^-F ; £>5VM3;^itf£ 1 ~ 9 © ttH^ {±^(1^(7) T 7^^r/^£, ^ 
15 n7f'>|^-T, ->7A t Kn^r^ ^ 7^A ^ J WM7 ^ / , v>g 

i$fh% i ~ 3 4@<£>g&g£r^f LTv^Tfc J:v\ £^£& l ~ 5 ©eiS^/hfi^ft 



WO 2006/043710 



PCT/JP2005/019645 



188 



5£ (6) 



,2f 




Bridge' 




(6) 



,if 



FT R 

[5£tf\ Br i d g e 5 It N TfS^ (6a) ~ (6g) 
OH OH 



H H 



R 2f ^ X 6- ^ R 1f R 2f 



(6a) 



X 6 ^R 1f 



(6b) 



R 



2f 



^X 7 X 8 ' 



(6c) 



^R 1f R 2f X 8 -X 7 

/ \ / \ 

Me Me Me Me 

(6d) 



if 



O 



Me PH 



R 



2f 




o 2 



"R 



if 



O 



(6e) 



o 2 



y2f 




HQ Me 
(6f) 



"R 



if 



^x 1 ° ^x" 



R 2f ^S' 



*R 



if 



(6g) 



r/i^vv^U X\ x 8 N X 1 °.1o J; (f X 1 1 (i^ctif^tAl!- * MittfcL 



WO 2006/043710 



PCT/JP2005/019645 



189 



R 2f te^«ci~9 ©ei^fc^i^r/^/^ ; i ~ 9 (Dum^t^ 

~7©y'^P7^^K ^tfc 7 ~ 1 1 (V? jVT /t- n- x >f 5 V 

\fy^=.;v, ^^;k ^oy^f-^-^&fzil^oy*-? V ^ ; fcS Wist (f 



10 1 ) 




^ (7) 




R 3g 



(7) 



R 2 9— R 1 9 



15 



[5£4\ Br idge 7 lt TfB5t (7a) 



R 3g 

\ 

X 

/ 



12 



(7a) 



HN 



\ 



R 2g R 1g 



WO 2006/043710 



PCT/JP2005/019645 



190 




i/7A t Kp^t^ ^ h^^, 75A */tt75y, v>g 
i ~ 3<@wiB&&£rWb-cv^c<b.fcv\ l ~ 5 ©ifiiC^/cte^fe 

TIB^: (8a) ~ (8j) : 

3h D 3h n 3h n 3h 



R 3h 


f 


R 7h 


R 



3h 
7h 



R 
X 
R 



3h 
13 
7h 



3h 
13 
7h 



R 

II. 

R 

(8d) 



R 

X 



13 



(8a) (8b) (8c) 

[5£tU x 13 (i^*f l 



R 7h 

(Be) 



R 

il3 

NH 

R 7h 
(80 



R 3h 

il3 

N 

R 7h 

(80) 



o 



13 
7h 
(8h) 



f 

R 



R 3h 

NH 

il3 

R 7h 
(8i) 



R 3h 
NH 

il3 

R 7h 

(8j) 



5 (DW-m^fM^^(DT /^^r U^&Tjk U 
757, ^;lf757, v'gi^T^y, 7^^/M^7 7^^i^P^ 



WO 2006/043710 



PCT/JP2005/019645 



191 



10 



>{tyy zmPbmtKZ-nz 1 ~ 3fli<£>S&g£:^LTV^-c<biv\ 

fll^-f ^ y N t iV7, jvy r =- =fc XJ^ p y 1 >y b y Ts^fa 
^ (9) : 



R 



9i 




Bridge 




(9) 



R 



8i 



Cit^s Bridge 9 ?^ (9a) *5«fct* (9b) 




R 



8i 



R 



9i 



15 ( 9a ) (9b) 

R 8 1 fS5£ ( i 1 ) : 



WO 2006/043710 



PCT/JP2005/019645 



192 



O OMe 




Bridge^ 



01) 



R 9i nykmrnf- ; feSVMi^Stl ~ 9 (D&m.^tMft^tDT ^ 

5 7 v/ x t/IiT?;/, v'ft&T 5 7 » T a 3f ;a /U 7 t /^46 J; t// n n // 
^ k ft S P> £ 5 1 ~ 3 jm^Bm*^^"UXV^-C^ 

10 5£ ( 1 0) : 



R 



11j 




Bridge 




(10) 



R 



10j 



CS^cf 3 ^ Br i d g e 10 f£ N fS^ (10a) *3j;tJ« (10b) 
R 10 ^ .KK ki pUj 



R 



11j 



o 



(10a) 




WO 2006/043710 



PCT/JP2005/019645 



193 

R iai lt ^ (i 1) : 




H 3 C 



(5£yK X 14 f^^ y y°n tVK -Y y :/^vK sec -y'f/l^f 

jj y-;i/, t°^y -y^/K ^ ^"V v 5 a ^/i^ 

15 S (11) : 



WO 2006/043710 PCT/JP2005/019645 

194 

-,13k 



(11) 

^12k 

[z^^K R 12k «, (11a) SSitf (lib) : 




(11a) (11b) 

15 



WO 2006/043710 



PCT/JP2005/019645 



195 

9. NC S 9l/'<9Wk.te=f'ft~=>-~- vftju^^ 8 ffs^tfoS^ ff ^Rcofg 
10 10. tlh'Wlg (a) ~ (c) Sr^tN !t*(DffiH 5 (ClfegicZ)^^ : 

(a ) mtM&NC S jC£fcf«o^!|.^ y/^ftg»^5i 

IS ; 

15 £fcte-^<D«^ * W(Dmm £ Jt^-f 5 Xf£ ; 

( c ) ±tfi (b) itti±t©»^ >v? 

1 1. TtacOXg (a) N (b) Rtf (c) W^OfSllI 5 ^ta«^^ 

20 : 

(a ) »M^NC S ^ix/^KSfcH:-^^ — 5it^o^m£rM 

( b ) mmmn^M & mm ^ & it s m * ? « * tt^atfc^- ©is m 
i§rij^t N iiit ^nm m& k & tt£$E* ^ ^ 

( c ) xta (b) ©jiii^jiikis-^-c, m^^^^n^tim^A^^mn 
m zmw-t % ti^i^i^t a x® 0 



WO 2006/043710 PCT/JP2005/019645 

196 

i 

1 2. TiacOXm (a) , (b) RTF (c) If ^(D^IS 5 ^fB*<ZDij 

Sfc : 

( a ) »«^NC S ^ fC^fctt^tf^M* 
5 ; 

(b) %WMWV§M¥ > ^ ^/ fiC^I" 5 S^t^ ^ S'J^t 5 Xg ; 

(c) ±m (b) CQ|^JP:^£<5V>X\ ff^^ ^/^^K^^f-f-S^tg^rWi-S^ 

10 13. TfB£>IiH (a) N (b) (c) £r^tt\ ft^fSH 5 ^ffl«(D^ 

m : 

(a) WtiK^ Ncs^y/^f^»I^NCS^y/^Iffc(«© 
( b ) &wt®>w (d T !- *5 3 n cs^y^ W£^t»R<£>II^ w?^ 5f 

(c) ±m (b) co kkW&m^^ ^ r , NCS^y/^f^ttilcS^ 

14. Ncs^y^^li^»l^\ rf/w^^f^ t^e-^ F\ * 

ot^7^y, ^ p^-^n^-dr-ir>\ k7f^rty x y jv^y^-^- y — ;V , y 
uy r v 5 5 > , p =3f if- tf y N yy -j- 5 y\ ypyyd't°>\ ^y/vggyt 

Knx;l/.rf'n;l/"y, ^ iy/y^^h F'O — a — ^yP=f^ U 7°f y, ^ vvH!^ 



20 



25 



WO 2006/043710 PCT/JP2005/019645 

197 

1 5 . «W#NC S ifcij;^©fl^>v^f(^t5NC S * W^ff 



y*— ./k y/U'-t- y y ^ > v y > , ^n^y^^>\ ^/y^/K y 

^ T > ? 5: > n P dj- f - 1" > N V-^. 5; >\ -> P n v t: 0 >\ ^ Wl^v't K 

15 Kn - 0 -^c/pri'^ y ~f=f-^^ * -yjvWi-y^ Kt=^/i^=f^ y *^>\ x^yy 
i 5 ^ta<4(D^7?£ 0 



17. KT©It (a) ~ (c) Sr^tN ft*«*Sffl 1 5 ^ta«©^^ : 
20 (a) N C S ^ y/^ f IWlfe^N C S 1 7tft^©f 1^ 

25 (c) _kfg (b) 'Ditmffimz.m^^^x , n c s ^ > /-^ mwMW%®m%$ >■ 



WO 2006/043710 PCT/JP2005/019645 

198 

1 8. !l*©iB5~l 7 OV^-f X t> #f)^5fel 0 f 

5 

10 ^{fflT'fcS, fft^Wfgffl 2 0 ^fa*4<^lJo 

22. nc s^^^^«S^fe^M3Si-S^fflop»ijTrfe^, IW^tSIS 

2 o ^taift(Z)^ij 0 

15 2 3. NC S ^^^^KilfeT-^^^^P^^^^m'fs^-efeS. ff*»f£ia 
2 0 ^W3ic<Z)£lJ 0 

2 4. N C S ^ Kitted ^ — vjj/Ui/y 8 it{s^-T-$?5. ff^W 

%m 2 o ^fatt^SL 

20 

2 5. NC S^^/^«M^©^m^/t(Mfg^P®-t-5^W^K J^T 

(i) s (i i) ov^f^-cfcSNC s^y^^ISft^©M^^f±M 
( i ) Ncsrm^m Ncsy ncst^W, nc 

25 SsiRNA, NCS^^n- K1~ <5 NCS K5t^ h^i/f^'I 



WO 2006/043710 PCT/JP2005/019645 

199 

(i i) NCStt, NCS K 5 -r > h * -H-T A :^'f£ll * * Mfi* b 5 m 
2 7. NCS^y^7lSM^ttb"C*5, N C S ^ WitfE^F m 

10 2 8. nc s ^y^^ISfttillJ^, r h/w^ ^^>\ t°^r p\ tf^^--^- 
y*— /v N y/^- y v^>-\ 7 ^ > y > „ ? u-<^ -<^u 

Kn - i3 -x;vd'^/ y t/^-v, ^y/i^S^t Kn^^'7 U ^fv^ ^ / :/ 
a— /k 5 V Mi N C S fufS'^fg £ ^"1" 5 ^ft <rMM^ h 5 . ii*<7)fSH 
2 7 ^HQfiCQ^iL 

20 



WO 2006/043710 PCT/JP2005/019645 

200 

3 1. HWy T h/w^y 9^y N bf^e v 5 h\ fc';7;=j-i-;/— /K r7 jv-T y 

y ^ >• > ? y > x y pK77,f->, '<7°!Jy7K St7n^rV7x>\ -<> Xy* 

n-^ny. zfyH'SJ*^ y p -f-T^f^^, T^ny^vvK -<y-ff tf 

5 ^df-fc y \ t7f^>\ y/i^y^^r y — /K ^n77^;>> n 3Mj- hW, 

yy yy-f 5: yy yp>">3t D y, ^v'/ytv't Kn^/y^'= j ^>'> y -y/i' 
^v 5 1 Fa — a — :n/n=r^ y ~f^~i/^ y iv^-J t K n — j3 — ^/v=r^ U ■7 p -7 r - 
> N y v- /I.- S$ > 5 fc Fnx /l' ^ y- y ^ > fc f i ^ & J "/ n — /> lt>itCO 
t!2 9 \Z.WM<Oj5&o 

10 

3 2. NCS^^^fl-E^-^-P^^^S^tifeS, lt>ft(75faH 

2 9 ^IBic^ya^o 

3 3. NCS^y^^IlfeW^a.-D^/l/v'y 5 3S{H-7-"CfeS . ffjJtO 
15 |5|S 2 9 ^WBicCZ)y7^= 



20 

3 5. H«y 7f/M7^7-y, f^E-v* K\ Ify^^— /K 7;^P^y, 

y^y-yyy, y p^<y ;^/->y ^'j^/K Si7P^f^7iy, -<yXy* 

n-rny, y°7>ify:y^ yn^Ti?^°A. JXny^-vvK ^<yi?b — >y-A N tf 
^;^;F\ ^yXfT^Ks $ i~y°V y, ^17 0^7^^ yn/^T/u 
25 ^^ir >\ tV^-^r^^. y/u-^y^-dr y — /K y n y T y' 5 > , n k°>\ 
y^yy-7-^y, i/Pi/yd't°y yyvt^v't Knx/vd'n/^y y -y/i/ 
&-^t Kn - a -^jv-^z y y^y, y -y/^v^t kp - j3 -1/^'^ y y 0 ^- 



WO 2006/043710 PCT/JP2005/019645 

201 

3 6 . m$K(D%&m 2 9~ 3 5 <DV^-f *i,1)>K%Zl&<Djjfe\Z. «t <9 Ubt^^'WjM. 

5 

3 7. M^t©fSH2 9~3 5 m^Ttb/j^lEic^fef- £ <9 #6^S#!/fC£:55 

10 

3 9. » i N C S I fc 11^ M^ 7 ^ S H 5 ^ t^^tf > Ifi 



4 0 . J^T ( i ) . ( i i ) £ri3 : 

is ( i ) m^^fcn^com. ; 

(i i) N C S ^ >v^^®^fcfi-eo^M^>^^Ms l%? W>°^SC^=i — K 



WO 2006/043710 



PCT/JP2005/019645 



1/2 



OJuL 





13.3//L 



9//L 



384 Ox-Jls 

SEC Xt">*^A 




384 ^x/U 



SEC 



0 


b 


s. 













J 




1 



Biomek2000 

L abo Automation 

(Beckman-Coulter) 



UniFilter 100 
(Whatman) 



Ion-Trap Mass 
MS LCQ deca XP 
J[ : j-J -f >vi-£?v3> (ThermoElectron) 



WO 2006/043710 



PCT/JP2005/019645 




WO 2006/043710 PCT/JP2005/019645 

1/13 

SEQUENCE LISTING * 
<110> Reverse Proteomics Research Institute Co. , Ltd. 

<120> target proteins and target genes for creating drugs, and screening 
methods 

<130> 09815 

<150> JP 2004-304864 
<151> 2004-10-19 

<160> 2 

<170> Patentln version 3. 2 

<210> 1 

<211> 3667 

<212> DNA 

<213> Homo sapiens 

<400> 1 

agacgctggg agcggccgag gcgagatcct atcattattt taaaattcct cctcctccac 60 
gaagtccttc ctgattcctt caaagaaata tcactcctcc gaattcccag agtgatttct 120 



WO 2006/043710 PCT/JP2005/019645 

2/13 

tctgacttga gcctgcagtg tgctgtgaga gatctaccac tagattatct caactttggt ' 180 

ctcctgggac cactcgttgc tgacagtcag aaattgcagg gcatctgatc tcctggtgtt 240 

aaaatctgtc gtgataccga ggaaggcccc gagatcccag gcactgagtg actgcatact 300 

ctgaattctt gccgccagga tggggaaaca gaacagcaag ctgcgcccgg aggtcatgca 360 

ggacttgctg gaaagcacag actttacaga gcatgagatc caggaatggt ataaaggctt 420 

cttgagagac tgccccagtg gacatttgtc aatggaagag tttaagaaaa tatatgggaa 480 

ctttttccct tatggggatg c~ttccaaatt tgcagagcat gtcttccgca ccttcgatgc 540 

aaatggagat gggacaatag actttagaga attcatcatc gccttgagtg taacttcgag 600 

ggggaagctg gagcagaagc tgaaatgggc cttcagcatg tacgacctgg acggaaatgg 660 

ctatatcagc aaggcagaga tgctagagat cgtgcaggca atctataaga tggtttcctc 720 

tgtaatgaaa atgcctgaag a~tgagtcaac cccagagaaa agaacagaaa agatcttccg 780 

ccagatggac accaatagag acggaaaact ctccctggaa gagttcatcc gaggagccaa 840 

aagcgacccg tccattgtgc gcctcctgca gtgcgacccg agcagtgccg gccagttctg 900 
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agccctgcgc ccaccaatcg aattgtagag ctgcttgtgt tcccttttga ttcttctttt 1 960 

taacaatttt tttttttttt tgccaaacaa tatcaatggt gatgccgtcc cctgtgcggt 1020 

ctgatgcgcc ttcctccgtg acgccttcag cttcttttgt cgtggatgct tcgtgggaat 1080 

gcccagagcc ccagtgtgct tgtggagagc atggacagac ttcgtggtgt tcattgtttg 1140 

atgattttta atcgttacta ttattttttt ttattctaat gtctctgttc taaaacgtaa 1200 

gactcggggg ttggggcaaa agaagggaaa cccatccagt cctgtgattc tattgcaagc 1260 

ctcaaggggc ttttgtttga aagacaaaac tccccacctg aatctgttgt cacacgtgcc 1320 

gtaggggtga tggatggcac cggatgctgg attccccaag aacaagttac cctctggggt 1380 

gaggctattc cagcgagctg ggacatttcc ccatgggggc ccactcccct ctcttcccca 1440 

gcaggctgta gtttctaagc tgtgaacatt tcaagataaa t"taacagagg agaggaaaaa 1500 

gatggctcag ctattttttc acaggtttac actagttgag c"taatatgcg tgtctttgga 1560 

aattaaacac aaatggtaac atattccaaa accagaccca tcttgttgcc tattgtgata 1620 

aaataaaaag acggctgtat ataacatatt gggtaatgca gaccaaatta agtgttttgc 1680 
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cttgtttaaa tgaaatgcat gtttagtgag cactaataca atcttattcc agaagactgt 1740 

ttttagtagc ttattgtgaa gtaagacaac tataatgaat gtctgtcttg tttggaagtc 1800 

atatctgtct ttgcacaaat gtaccaatcg acaagtatat tttatatatt ccataaaaat 1860 

acaaagtaac cctgactagg gcccaacttt aattttgaat gcatttccag agtggccatg 1920 

cctagagggc agatgcagag caggtggtag tgggacagga caattggagc acaggaatgt 1980 

taacatgtat gacaggggac cagtagggtg gtttccctct caggcccagc agcccattga 2040 

cagcattaga ctggcggcat ggtgcttttc tgagcagatc aatactctgc agactcgaaa 2100 

aaacatcaca tacattcttg gaacttccca gtggtttaat ctatgtgcat ggttagggag 2160 

ccaggtctgg aatattcagt ttccctgccc ctgttaaaga atcagaggtt gggcagtcat 2220 

caaattcatc ataaagacat gggcaagtgt gtctgtggtt tccaaggccc ccctatggag 2280 

aatccaaaag tattttccat tgccgtgctc tttgaatgca gacttctatt tccagaagtg 2340 

acagcacaag tctgagttgc tgtttggtct ggtgacctca gacacactaa tttgaattga 2400 

aagctaagag taaaaatttg ctggttacag gcgagtcata ctcttgcaag tagttagcaa 2460 



WO 2006/043710 PCT/JP2005/019645 

5/13 

agggaggccc aaattctcaa ggttgttgat ggggaacttg ccactaagag aaggcagaga 2520 

ggtccctagt gggtatattt gctgccaagc cacttgccaa agaagaggaa ccacagaaag 2580 

agagacatca tgaccaggag aaaaatgtga ctagacatgc taacctccag gtttttatat 2640 

atgacttgag tctgctgtaa ttggcagcag aaatccaaat ttgtatggta gaccaaaaag 2700 

aaccaaatcc atagggtgaa attttgagac ctagactctg taaaaataat cctagtcttc 2760 

ctccaggggt cagttcctca cagtggttct gtaccaaaac ttgccaaatt cctccatggc 2820 

caagtgttaa aatctgtgtt tggaaaatag cgaattaacc taagacacag aaggcagact 2880 

gggtgaggag acctagcatg ccctattggc agtgctcagg agctgcatcc cacttttccc 2940 

tgctctgaat cgaagtccta gttccttcct ttgattctcc tttggtaggt ggaatcagtt 3000 

aatgttttga gaaacctgcc tgggctctgc ccttagtcat gacatctcgc tgagccagac 3060 

ccactctgtt ccttggaacc tagagctgga gtgaggagta gaggtctccg gctattccag 3120 

aaagaaaagt gagccacatg caggctgatg aatgccgaca cttccagaat gtatagaaat 3180 

agtccctgtc ctggcctgcc actgaccctg tctgtatttt ctcggaggtt gtttttctcc 3240 
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ttctccttcc caggaaggtc tttgtatgtc gaatccagtg cactcaagtt tggccaaggg '3300 

actccacagc acccagaaga ctgcatgcct caaggtttat gtcactcctc tgctgggctg 3360 

ttcattgtca ttgctgtgtt cagggacctt tggaaataaa acctgttctg tcccaaataa 3420 

aaccagcctg tgatgttcaa gggactggaa taaagtggct tacgacctga aggattctac 3480 

agagtgctca actgttcata catcattcag agtgggaggg agctgggggt gctgtcccat 3540 

cccatctgta tgcccacggt ggatttaata atatataatt tataaatcat agcctatgga 3600 

gtggcccgta aatcagttga ctgtgtagct cttgcctggc attaaagcat gtttttggtt 3660 

taacatg 3667 



<210> 2 

<211> 193 

<212> PRT 

<213> Homo sapiens 

<400> 2 

Met Gly Lys Gin Asn Ser Lys Leu Arg Pro Glu Val Met Gin Asp Leu 
1 5 10 15 
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Leu Glu Ser Thr Asp Phe Thr Glu His Glu He Gin Glu Trp Tyr Lys 
20 25 30 

Gly Phe Leu Arg Asp Cys Pro Ser Gly His Leu Ser Met Glu Glu Phe 
35 40 45 

Lys Lys lie Tyr Gly Asn Phe Phe Pro Tyr Gly Asp Ala Ser Lys Phe 
50 55 60 

Ala Glu His Val Phe Arg Thr Phe Asp Ala Asn Gly Asp Gly Thr He 
65 70 75 80 

Asp Phe Arg Glu Phe He He Ala Leu Ser Val Thr Ser Arg Gly Lys 
85 90 95 



Leu Glu Gin Lys Leu Lys Trp Ala Phe Ser Met Tyr Asp Leu Asp Gly 
100 105 110 
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Asn Gly Tyr lie Ser Lys Ala Glu Met Leu Glu He Val Gin Ala He 
115 120 125 

Tyr Lys Met Val Ser Ser Val Met Lys Met Pro Glu Asp Glu Ser Thr 
130 135 140 

Pro Glu Lys Arg Thr Glu Lys lie Phe Arg Gin Met Asp Thr Asn Arg 
145 150 155 160 

Asp Gly Lys Leu Ser Leu Glu Glu Phe He Arg Gly Ala Lys Ser Asp 
165 170 175 

Pro Ser He Val Arg Leu Leu Gin Cys Asp Pro Ser Ser Ala Gly Gin 
180 185 190 

Phe 

<210> 3 
<211> 1926 
<212> DMA 
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<213> Homo sapiens ' 
<400> 3 

aaaaaaagct tctgccaagg gtgggggccc acgcggaggc gatccgctcg ttcctcccag 60 

ggccatgggg cgacgaggag agccctggcc tccccgcgac ccgcaccgcg acctgggcca 120 

gacgcgccac cttccccggt cgcggtttgc ttctctttaa aatgaggaca gctcctccct 180 

tgggggctgt ggtgacaggt gaaatgagaa cgcactgaag acagctcttg gtccaaagcc 240 

ccgcacacag ggcatggtct agtggcccag tcaggacgcg gaaacactcc ctggaggttc 300 

tgacccactc cctctcagcc tccgcctggt ctctgggttg gctgttccag ctccaaagag 360 

aaggaggaac cttttccttc tgcagcccct ccccaccagc cccattcctt agctggggtc 420 

agacctgggg tcctcactgc agctggcctc tggcagcgtt ctcaggctag ccctccctgc 480 

tgaaaagaga accgtgtggg actcacaggt gtagtcgccg ccgccagccg ccatgggcaa 540 

acagaacagc aagctgcggc ccgaggtgct gcaggacctg cgggagaaca cggagttcac 600 

cgaccacgag ctgcaggagt ggtacaaggg cttcctcaag gactgcccca ccggccacct 660 

gaccgtggac gagttcaaga agatctacgc caacttcttc ccctacggcg acgcttccaa 720 
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gttcgccgag cacgtcttcc gcaccttcga caccaacggc gacggcacca tcgacttccg 780 



ggagttcatc attgcgctga gcgtgacctc gcggggcaag ctggagcaga agctcaagtg 840 



ggccttcagc atgtacgacc tggacggcaa cggctacatc agccgcagcg agatgctgga 900 



gatcgtgcag gccatctaca agatggtgtc gtctgtgatg aagatgccgg aggatgagtc 960 



caccccggag aagcgcacag acaagatctt caggcagatg gacaccaaca atgacggcaa 1020 



actgtccttg gaagaattca tcagaggtgc caagagcgac ccctccatcg tccgcctgct 1080 



gcagtgcgac cccagcagtg ccagtcagtt ctgagcgagc ggcccctgga cagttgcaga 1140 



gaaacacagg cttgtcgtgc cgtttaagct ttgcttgcaa gagtggatgc cccgcaatcg 1200 



ttcctgctct cccgggcccc gggcctgggg catgcgttgc acctgcccgg cccggtggct 1260 



gcgcctccct cctccacctg accaacgcga cattcctccc ctcacgcctg gcccggtccc 1320 



ttccagggca actcccaggg atgtggtgac atgcagggtt caagtgttct tggttccagg 1380 



cacctcccgg ctcacgggga gctcagaggt ccatgccgag gagaccaggc aggacctccc 1440 



gaggctgcg'c cccggccggc ccatgcgttt tgtgatccca agtgactctg tgggaagggt 1500 
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f 

ggggacgagg cgtcgggagg gtatacaggg agcccctccc gtgcatggct gcccccccgt 1560 
tcattttctc caccacagcc gcttgcacgt atagatactg tggtcccctt tcttttaata 1620 
tataaattat gtatggtgaa gtggagtgta ttgtgtaggt cccgtattta atgcctctga 1680 
ctgcctttga agcgcagccc tctgtggccc gcagccccct gagcctggct gttgtgtggt 1740 
atttatgctc tctttgtctg cctgtttcta aggaaatgca tgtgtgccct gagccgtgat 1800 
gatcctccca tccgtgttgt gagcacaggc atttgtgtct ggtctgtcct ccctgttgat 1860 
tggtctggca tttccggtat taaaatgata aaataaatgg cattttctga aaaaaaaaaa 1920 

S3. 3. 3 33- 

1926 

<210> 4 

<211> 193 

<212> PRT 

<213> Homo sapiens 

<400> 4 
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Met Gly Lys Gin Asn Ser Lys Leu Arg Pro Glu Val Leu Gin Asp Leu 
15 10 15 

Arg Glu Asn Thr Glu Phe Thr Asp His Glu Leu Gin Glu Trp Tyr Lys 
20 25 30 

Gly Phe Leu Lys Asp Cys Pro Thr Gly His Leu Thr Val Asp Glu Phe 
35 40 45 

Lys Lys lie Tyr Ala Asn Phe Phe Pro Tyr Gly Asp Ala Ser Lys Phe 
50 55 60 

Ala Glu His Val Phe Arg Thr Phe Asp Thr Asn Gly Asp Gly Thr He 
65 70 75 80 

Asp Phe Arg Glu Phe lie He Ala Leu Ser Val Thr Ser Arg Gly Lys 
85 90 95 

Leu Glu Gin Lys Leu Lys Trp Ala Phe Ser Met Tyr Asp Leu Asp Gly 
100 105 110 
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Asn Gly Tyr He Ser Arg Ser Glu Met Leu Glu He Val Gin Ala IL e 
115 120 125 



Tyr Lys Met Val Ser Ser Val Met Lys Met Pro Glu Asp Glu Ser Th.r 
130 135 140 



Pro Glu Lys Arg Thr Asp Lys He Phe Arg Gin Met Asp Thr Asn Asn 
145 150 155 150 



Asp Gly Lys Leu Ser Leu Glu Glu Phe He Arg Gly Ala Lys Ser Asp 
165 170 175 



Pro Ser He Val Arg Leu Leu Gin Cys Asp Pro Ser Ser Ala Ser GLn 
180 185 190 



Phe 
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(D) The invent ions of claims 5to37 relateto "screening method" associated 
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inventions of a compound, or its salt, of formula (I) shown in claim 1 
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of the formula (I) shown in claim 2 or pharmaceutically acceptable salt 
thereof as an active ingredient. 
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